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2002728303 MEDLINE 
PubMed ID: 12489998 

A preliminary evaluation of recombinant adeno-associated 
virus biodistribution in rhesus monkeys after intrahepatic 
inoculation in utero. 

Lai Lihui; Davison Billie B; Veazey Ronald S; Fisher 
Krishna J; Baskin Gary B 

Division of Comparative Pathology, Tulane National Primate 
Research Center, 18703 Three Rivers road, Covington, LA 
70433, USA. 
RR 00164 (NCRR) 

Human gene therapy, (2002 Nov 20) 13 (17) 2027-39. 
Journal code: 9008950. ISSN: 1043-0342. 
United States 
(EVALUATION STUDIES) 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
200308 

Entered STN: 20021220 
Last Updated on STN: 20030805 
Entered Medline: 20030804 
The ability to deliver genes to fetuses in utero may prove crucial for 
those genetic diseases that are associated with severe fetal morbidity and 
for which there is no effective postnatal therapy. In utero therapy may 
be especially useful in diseases that affect the central nervous system 
because the immature blood-brain barrier may facilitate gene delivery to 
neural target cells. We investigated whether in utero inoculation of 
recombinant adeno-associated virus (rAAV) into rhesus monkey fetuses would 
be a useful method of gene delivery, especially to the central nervous 
system. When the monkeys were sacrificed after birth, we found vector 
genomes distributed in many tissues, including the brain and peripheral 
blood. Pericapillary astrocytes expressing transgene products were 
detected by immunohistochemistry . In addition, we occasionally found 
vector genomes in the maternal blood. No adverse clinical or pathologic 
effects were observed in the inoculated monkeys. We concluded that (1) in 
utero intrahepatic inoculation of rAAV is a potentially safe and 
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useful method of delivering genes to many fetal tissues 

; (2) astrocytes may be the cell type most easily targeted in the central 
nervous system (CNS) after systemic administration; and (3) the 
potential of inadvertent gene transfer to the mother must be considered. 
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MEDLINE on STN 
90066183 MEDLINE 
PubMed ID: 2586398 

Neural fetal tissue transplantation, 
can do?. 
Mahowald M B 

Case Western Reserve University School of Medicine, 
Cleveland, Ohio. 

Neurologic clinics, (1989 Nov) 7 (4) 745-57. 
Journal code: 8219232. ISSN: 0733-8619. 
Report No.: KIE-35138. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Bioethics; Priority Journals 
199001 

Entered STN: 19900328 
Last Updated on STN: 20030318 
Entered Medline: 19900104 
The following factors are relevant to ethical considerations regarding 
fetal tissue transplantation for treatment of neurological disorders: the 
empirical status of human fetuses or abortuses, different purposes and 
sites of tissue retrieval or implantation, the therapeutic potential of 
the technique, the means through which tissue becomes available, possible 
motives, and possible donors and recipients of transplant tissue. After 
examining each of these, the author concludes that (1) only dead fetuses 
should be used as tissue sources, (2) decisions regarding abortion and 
transplantation should be kept separate, (3) anonymity between 
donor and recipient should be observed, and (4) buying and selling 
of fetal tissue should not be permitted. 
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ACCESSION NUMBER: 2004353039 IN-PROCESS 
DOCUMENT NUMBER: PubMed ID: 1525 6967 
TITLE: Fetal tissue banking for 

transplantation: characteristics of the 

donor population and considerations for 

donor and tissue screening. 

Newman-Gage H; Bravo D; Holmberg L; Mason J; Eisenhower M; 
Nekhani N; Fantel A 

Northwest Tissue Center/Puget Sound Blood Center, Seattle, 
WA, USA; 921 Terry Avenue, Seattle, WA 98104, USA 
(Phone/Fax: (206) 292-2317 (206) 343-1776). 
Cell Tissue Bank, (2000) 1 (1) 45-53. 
Journal code: 100965121. ISSN: 1389-9333. 
Netherlands 

Journal; Article; (JOURNAL ARTICLE) 
English 

IN- DATA- REV I EW ; IN-PROCESS; NONINDEXED; Priority Journals 
Entered STN: 20040717 
Last Updated on STN: 20040717 
We initiated this study to evaluate the suitability for therapeutic use in 
transplantation of tissues obtained from human abortuses. We have 
developed protocols for the collection, handling and preservation of 
hepatic stem cells from electively aborted embryos and have developed 
methods for assessment of the cells so derived and processed. In this 
paper we present our findings regarding screening of potential donors, 
acquisition of fetal tissues, and assessment of the tissues for 
potentially infectious contaminants. We assess the suitability of the 
tissue donors according to current standards used for donors of commonly 
transplanted tissues (e.g., bone grafts, skin grafts and heart valves) and 
present data regarding the real availability of tissues from elective 
abortion procedures that would meet those standard tissue banking 
criteria. We specifically evaluated the donor's willingness to provide a 
blood sample for testing, conducted a detailed interview similar to those 
used for typical organ and tissue donors, and assessed the type and 
incidence of contamination in collected tissues. We find that although 
many women are willing to consent to use of the tissues for 
transplantation, attrition from the study for various reasons results in 
few fetal organs ultimately realistically available for transplantation. 
Typical reasons for attrition include: unwillingness to have a blood 
sample drawn or tested, positive serology results, social/medical high 
risk factors for acquisition of transmissible disease, no identifiable 
organs available, and unacceptable microbial contamination. Thus, 
although it might seem that due to the numbers of abortions performed 
annually, that there would be substantial numbers of suitable tissues 
available, only a small proportion are truly suitable for transplantation. 
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MEDLINE on STN 
1999439259 MEDLINE 
PubMed ID: 10511241 

Isolation and intracerebral grafting of nontransf ormed 
multipotential embryonic human CNS stem cells. 
Vescovi A L; Gritti A; Galli R; Parati E A 
National Neurological Institute C. Besta, Milan, Italy.. 
vescoviQtin. it 

Journal of neurotrauma, (1999 Aug) 16 (8) 689-93. 
Journal code: 8811626. ISSN: 0897-7151. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199911 

Entered STN: 20000111 
Last Updated on STN: 20000111 
Entered Medline: 19991124 
In this work, we show that the embryonic human brain contains multipotent 
central nervous system (CNS) stem cells, which may provide a continuous, 
standardized source of human neurons that could virtually eliminate the 
use of primary human fetal brain tissue for intracerebral transplantation. 
Multipotential stem cells can be isolated from the developing human CNS in 
a reproducible fashion and can be exponentially expanded for longer than 2 
years. This allows for the establishment of continuous, nontransf ormed 
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neural cell lines, which can be frozen and banked. By clonal analysis, 
reverse transcription polymerase chain reaction, and electrophysiological 
assay, we found that over such long-term culturing these cells retain both 
multipotentiality and an unchanged capacity for the generation of neuronal 
cells, and that they can be induced to differentiate into catechlaminergic 
neurons. Finally, when transplanted into the brain of adult rodents 
immunosuppressed by cyclosporin A, human CNS stem cells migrate away from 
the site of injection and differentiate into neurons and astrocytes. No 
tumor formation was ever observed. Aside from depending on scarce human 
neural fetal tissue, the use of human embryonic CNS 
stem cells for clinical neural transplantation should provide a 
reliable solution to some of the major problems that pertain to this 
field, and should allow determination of the safety characteristics of the 
donor cells in terms of tumorigenicity, viability, sterility, and 
antigenic compatibility far in advance of the scheduled day of surgery. 
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1998231886 MEDLINE 
PubMed ID: 9572176 

Fetal tissue typing in anticipation of neonatal heart 
transplantation . 

Gilles J M; Burkett G; Perryman R A; Ferrer P L 
Department of Obstetrics and Gynecology, University of 
Miami School of Medicine, Florida 33101-6960, USA. 
Obstetrics and gynecology, (1998 May) 91 (5 Pt 2) 823-5. 
Journal code: 0401101. ISSN: 0029-7844. 
United States 
(CASE REPORTS) 

Journal; Article; (JOURNAL ARTICLE) 
English 

Abridged Index Medicus Journals; Priority Journals 
199805 

Entered STN: 19980520 
Last Updated on STN: 19980520 
Entered Medline: 19980514 
BACKGROUND: Hypoplastic left heart syndrome is among the most common major 
congenital cardiac anomalies. Fetuses with this anomaly survive but 
require either reconstructive surgery or heart transplantation 
postnatally. CASE: A woman whose fetus was diagnosed with hypoplastic 
left heart syndrome underwent funipuncture for fetal tissue typing. The 
fetus then was listed for heart transplantation. Once an ABO- compatible 
donor heart was procured, the fetus was delivered and immediately 
underwent transplantation. CONCLUSION: In candidates for neonatal heart 
transplantation, fetal tissue typing allows 

the search for an ABO-compatible donor heart to begin earlier. 
This approach minimizes the morbidity associated with postnatal waiting 
and allows transplantation to take place while the neonate is less 
immunocompetent . 
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a preferred source for 


MEDLINE on STN 
97387601 MEDLINE 
PubMed ID: 9243621 

Medial fetal ventral mesencephalon: 
dopamine neuron grafts. 
Costantini L C; Lin L; Isacson 0 

Neuroregeneration Laboratory, Harvard Medical School, 
McLean Hospital, Belmont, MA 02178, USA. 
Neuroreport, (1997 Jul 7) 8 (9-10) 2253-7. 
Journal code: 9100935. ISSN: 0959-4965. 
ENGLAND: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199710 

Entered STN: 19971021 
Last Updated on STN: 19990129 
Entered Medline: 19971007 
Currently, fetal tissue transplantation into 

patients with Parkinson's disease utilizes the entire ventral 
mesencephalon (VM) as donor tissue. However, the resulting 
mixture of cell types contains a relatively low proportion of 


therapeutically relevant dopamine (DA) neurons. We show that differential 
dissection of a medial region of embryonic day 14 rat VM yields a 
significantly higher proportion of DA neurons (8-10%) than is found in 
lateral VM (2%) or whole VM (4-5%) . Medial VM also contained a larger 
number of the specific subpopulation of DA neurons (aldehyde 
dehydrogenase-positive; AHD) that project to dorsolateral motor region of 
the striatum. Selective dissection of fetal medial VM selectively 
enriches DA neurons in cell preparations useful for transplantation in 
Parkinson's disease. 
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14 MEDLINE on STN 

97208925 MEDLINE 
PubMed ID: 90558 67 

Histological evidence of fetal pig neural cell survival 
after transplantation into a patient with Parkinson's 
disease . 

Deacon T; Schumacher J; Dinsmore J; Thomas C; Palmer P; 
Kott S; Edge A; Penney D; Kassissieh S; Dempsey P; Isacson 
O 

Neuroregeneration Laboratory, Harvard Medical School, 
McLean Hospital MRC 119, Belmont, Massachusetts 02178, USA. 
Nature medicine, (1997 Mar) 3 (3) 350-3. 
Journal code: 9502015. ISSN: 1078-8956. 
United States 
(CASE REPORTS) 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199704 

Entered STN: 19970414 
Last Updated on STN: 19970414 
Entered Medline: 19970401 
The movement disorder in Parkinson's disease results from the selective 
degeneration of a small group of dopaminergic neurons in the substantia 
nigra pars compacta region of the brain. A number of exploratory studies 
using human fetal tissue allografts have suggested 
that transplantation of dopaminergic neurons may become an 
effective treatment for patients with Parkinson's disease and the 
difficulty in obtaining human fetal tissue has 
generated interest in finding corresponding non-human donor 
cells. Here we report a post-mortem histological analysis of fetal pig 
neural cells that were placed unilaterally into the caudate-put amen brain 
region of a patient suffering from Parkinson's disease. Long-term (over 
seven months) graft survival was found and the presence of pig 
dopaminergic neurons and other pig neural and glial cells is documented. 
Pig neurons extended axons from the graft sites into the host brain. 
Furthermore, other graft derived cells were observed several millimeters 
from the implantation sites. Markers for human microglia and T-cells 
showed only low reactivity in direct proximity to the grafts. This is the 
first documentation of neural xenograft survival in the human brain and of 
appropriate growth of non-human dopaminergic neurons for a potential 
therapeutic response in Parkinson's disease. 
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14 MEDLINE on STN 

96393740 MEDLINE 
PubMed ID: 8800513 

A mathematical model for the estimation of human embryonic 
and fetal age. 

Evtouchenko L; Studer L; Spenger C; Dreher E; Seiler R W 
Department of Neurosurgery, University of Bern, 
Inselspital, Switzerland. 

Cell transplantation, (1996 Jul-Aug) 5 (4) 453-64. 
Journal code: 9208854. ISSN: 0963-6897. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199702 

Entered STN: 19970305 

Last Updated on STN: 19970305 

Entered Medline: 19970220 


AB Precise determination of donor age in human embryonic and 
fetal tissue is crucial for cell transplantation 

due to the existence of distinct time windows within which successful 
grafting is possible. This study demonstrates that between 4-12 wk 
postconception embryonic and fetal age can be estimated based on various 
morphometric parameters measured on a routine basis in suction abortion 
material. The greatest length, the neck-rump length, the foot length, and 
the proximal and distal arm and leg length were correlated with the 
anamnestic and ultrasonographically estimated age. Multivariate 
regression analyses showed a linear correlation between age and the 
logarithmic value of the various morphometric parameters. The best 
correlation was found for a mathematical model combining the limb 
parameters (r = 0.904; p < 0.001; n = 37). A prospective follow-up study 
(n = 40) was carried out to test the validity of the mathematical model. 
A high correlation was found between the calculated age and the estimated 
age based on anamnestic data (r = 0.749, p < 0.001). Outliers due to 
errors in the anamnestic data were readily identified by comparing 
anamnestic with calculated age. This method allows determination of 
embryonic and fetal age within and beyond the age group of the Carnegie 
classification and may, therefore, be useful for the needs of experimental 
and clinical cell transplantation. 
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96304843 MEDLINE 
PubMed ID: 8723798 

Quo vadis? Fetal tissue transplantation. 
Michejda M 

Georgetown University Medical Center, Washington, DC 20007, 
USA. 

Journal of hema to therapy, (1996 Apr) 5 (2) 185-8. Ref: 31 
Journal code: 9306048. ISSN: 1061-6128. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
English 

Priority Journals 
199610 

Entered STN: 19961022 
Last Updated on STN: 19990129 
Entered Medline: 19961009 
The epidemiology and biologic characteristics of fetal tissue harvested 
from elective and spontaneous abortions are reviewed. The use of fetal 
bone marrow obtained from second trimester lost pregnancies is discussed. 
Allogeneic fetal tissue transplantation 
carried out in utero is reviewed. Data on intrauterine 

transplantation of human fetal bone marrow obtained from second trimester 
lost pregnancies into baboon fetuses are presented. The viability of this 
tissue, its clonogenic efficiency, engraftment, use in the future, and 
banking are discussed. 
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14 MEDLINE on STN 

95352172 MEDLINE 
PubMed ID: 7626187 

Some contemporary ethical considerations related to organ 

transplantation. 

Cohen B; D'Amaro J 

Eurotransplant Foundation, Leiden, The Netherlands. 
Transplant international : official journal of the European 
Society for Organ Transplantation, (1995) 8 (3) 238-43. 
Ref: 22 

Journal code: 8908516. ISSN: 0934-0874. 
GERMANY: Germany, Federal Republic of 
Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
English 

Priority Journals 
199509 

Entered STN: 19950921 

Last Updated on STN: 19950921 


Entered Medline: 19950907 
AB With the increasing number of transplantable organs and tissues, as well 
as improvements in transplantation results, has come a severe shortage of 
organ donors. Consequently, new ethical dilemmas, related to the fair 
allocation of available organs and the use of alternative sources of donor 
organs, are of growing concern. Establishing fair allocation priorities 
is a serious problem in organ transplantation. Ethically, they should be 
defined by society as a whole rather than exclusively by the medical 
profession. Proposed solutions for the organ donor shortage, 
each with their unique ethical constraints, include the use of related 
donors, partial organ transplantation, cell 
transplantation using fetal tissue, and the 

use of animal organs "xenotransplantation " . Commercial trading in donor 
organs must be regarded as an unethical activity rather than an ethical 
dilemma since the donors are motivated by monetary rather than by 
humanitarian reasons. These ethical dilemmas could be largely avoided by 
an effective reduction in the severe shortage of postmortal organ 
donations . 


L10 ANSWER 9 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 


AUTHOR: 

CORPORATE SOURCE: 
CONTRACT NUMBER: 
SOURCE : 

PUB. COUNTRY: 
DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 


14 MEDLINE on STN 

95090873 MEDLINE 
PubMed ID: 7998247 

Human fetal tissue from spontaneous 

abortions as potential sources of donor tissue 

for cell transplantation therapy. 

Low W C; Eastlund T; Verfaille C; Hirschel M; Virnig B; 
Weese K; Norris B; Chrysler G; Peterson A; Forbes J 
University of Minnesota Medical School, Minneapolis. 
R24-HD-30511 (NICHD) 

Transplantation proceedings, (1994 Dec) 26 (6) 3500. 
Journal code: 0243532. ISSN: 0041-1345. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199501 

Entered STN: 19950126 

Last Updated on STN: 19990129 

Entered Medline: 19950118 
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92370131 MEDLINE 
PubMed ID: 1504675 
Human embryo as a source of cells. 
Edwards R G 

Churchill College, Cambridge, UK. 

Bone marrow transplantation, (1992) 9 Suppl 1 90-2. Ref: C 
Journal code: 8702459. ISSN: 0268-3369. 
Report No.: PIP-079084; POP-00290827 . 
ENGLAND: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
English 

Priority Journals; Population 
199209 

Entered STN: 19921009 
Last Updated on STN: 20021101 
Entered Medline: 19920918 
This paper discusses ethical issues concerning the use of fetal tissue in 
transplantation or for other purposes after spontaneous or elective 
abortion. The major problems of using fetal tissues in transplantation 
and research are often ethical. Despite this, the methods have been used 
in many countries for Digeorge's syndrome, hemopoietic disorders, brain 
grafting, making vaccines and many research purposes. Local and national 
ethical committees are now widespread, and legislation has been passed in 
some countries. Practitioners should be constantly aware of public 
concern that can arise over matters affecting conception and fetal life. 
Fetal tissue transplantation also raises many 

issues for donors, mothers and recipients, quite apart from the 
practitioners. Clinical teams doing abortion and investigators using 
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fetal tissue must be totally distinct. Requests for tissues must pass 
through the Tissue Bank, and its establishment has helped some 
deontologists (absolutist) to come to terms with the need for fetal tissue 
transplantation. The ethics of abortion and not fetal tissue research is 
often stated as the fundamental ethical problem to be solved when using 
fetal tissues for transplantation. In conclusion, the study suggests that 
legislation should regulate this field of research, that local ethical 
committees are essential as a source of advice, and that investigators 
must strive for the highest moral position and communicate their work 
widely and fully counsel their patients. 
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Fetal tissues are less immunogenic and may be 
donor source for organ transplantation. This 

compares the fate of fetal small bowel segments transplanted in the 
omentum and renal capsule of recipient syngeneic rats. Two-centimeter 
segments of fetal jejunum and ileum were obtained from 26 donor 19-day 
gestational age rat fetuses and transplanted into the subrenal capsule 
= 35) and omentum (n = 40) in syngeneic Fisher rats (weight, 150 g) as 
free grafts. No immunosuppression was used. At 2 weeks 
posttransplantation, the recipient rats underwent laparotomy and the 
grafts were evaluated for viability, growth, enzymatic function, and 
revascularization. Viable grafts were identified in 27 of 35 renal 
capsule grafts and 34 of 40 omental grafts. The order of magnitude of 
fetal growth in the omentum for jejunum was 16 +/- 10 versus ileum 23 +/- 
9 (NS) . However, in the renal capsule, ileal growth (15 +/- 6) was 
significantly greater than jejunum (8 +/- 5; P less than .01). Growth for 
both jejunal and ileal segments was greater in the omentum (P less than 
.02). The lumen of all omental grafts remained patent; however, 26 of 27 
renal grafts had cystic dilatations and areas of obstruction. Microfil 
casts of the specimens showed vascular connections (neovascularization) 
between the graft and omentum, a normal serosal vascular pattern, and many 
submucosal capillary-like vessels. Maltase activity was measured in fetal 
grafts and compared with control pups bred on the same date as the donor 
animals. The grafts had a higher maltase level 33.4 +/- 34.6 mumol/min/g 
than controls 8.3 + /- 2.0 (P less than . 005 ). (ABSTRACT TRUNCATED AT 250 
WORDS) 
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Neural fetal tissue transplantation. Should we do what we 
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AB The following factors are relevant to ethical considerations regarding 
fetal tissue transplantation for treatment of 

neurological disorders: the empirical status of human fetuses or 
abortuses, different purposes and sites of tissue retrieval or 
implantation, the therapeutic potential of the technique, the means 
through which tissue becomes available, possible motives, and possible 
donors and recipients of transplant tissue. After 

examining each of these, the author concludes that (1) only dead fetuses 
should be used as tissue sources, (2) decisions regarding abortion and 
transplantation should be kept separate, (3) anonymity between 
donor and recipient should be observed, and (4) buying and selling 
of fetal tissue should not be permitted. 
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[Restoration of mixed and severe immunologic deficiency, by 
fetal liver and thymus graft] . 

Reconstitution d'un deficit immunitaire mixte et grave, par 
greffe de foie et de thymus foetaux. 
Betend B; Touraine J L; Hermier M; Francois R 
Archives francaises de pediatrie, (1979 Dec) 36 (10) 
995-1005. 

Journal code: 0372421. ISSN: 0003-9764. 
France 
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Journal; Article; { JOURNAL ARTICLE) 
French 

Priority Journals 
198008 

Entered STN: 19900315 
Last Updated on STN: 19900315 
Entered Medline: 19800825 
A male infant with severe combined immunodeficiency but normal adenosine 
deaminase activity for whom no suitable bone marrow donor was available 
was given two separate grafts of both hepatic and thymic cells, the cells 
for each graft being taken from the same fetus aged 13 and 10 weeks 
respectively. Cell mediated and partial humoral immunity was restored 330 
and 400 days respectively after the second transplant. No 
graf t-versus-host reaction was observed and both red blood cell and 
lymphoid chimaerism could be demonstrated. The child was kept in strict 
bacterial isolation from the 3rd to the 537th day of life. Thirty months 
after the graft, the infant is in good health but has a defect of 
neutrophil chemotaxis and phagocytosis which requires prophylactic 
benzathine penicillin in addition to gammaglobulins. Fetal 
tissue transplantation may provide an alternative 

treatment for patients with severe combined immunodeficiency who do not 
have a histocompatible donor. 
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Severe combined immunodeficiency disease. Characterization 
of the disease and results of transplantation. 
Bortin M M; Rimm A A 

JAMA : journal of the American Medical Association, (1977 

Aug 15) 238 (7) 591-600. 

Journal code: 7501160. ISSN: 0098-7484. 
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AB Pretransplant and posttransplant data for 69 patients with severe combined 
immunodeficiency disease are presented. Both B and T lymphocyte functions 
were absent in approximately 80% of the children and markedly depressed in 
the remainder. Transplantation of marrow from HLA genotypically 
identical donors provided the highest six-month survival rate 
(63%); six-month survival rates for patients who received fetal 
tissue transplants (43%) or marrow from mixed leukocyte 
culture (MLC) negative donors (38%) were significantly higher (P 
less than .05) than for patients treated with marrow from MLC positive 
donors (5%) . Additional factors appeared to influence survival 
and the severity of graf t-vs-host (GVH) disease. Patients more than 6 
months of age had more intense GVH disease than younger patients. 
Survival rates were lower and GVH disease more intense when boys received 
transplants from girl donors than the reverse. 
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successful grafting is possible. This study demonstrates that 
between 4-12 wk postconception embryonic and fetal age can be estimated 
based on various morphometric parameters measured on a routine basis in 
suction abortion material. The greatest length, the neck-rump length, the 
foot length, and the proximal and distal arm and leg length were 
correlated with the anamnestic and ultrasonographically estimated age. 
Multivariate regression analyses showed a linear correlation between age 
and the logarithmic value of the various morphometric parameters. The 
best correlation was found for a mathematical model combining the limb 
parameters (r = 0.904; p < 0.001; n = 37). A prospective follow-up study 
{n = 40) was carried out to test the validity of the mathematical model. 
A high correlation was found between the calculated age and the estimated 
age based on anamnestic data (r = 0.749, p < 0.001). Outliers due to 
errors in the anamnestic data were readily identified by comparing 
anamnestic with calculated age. This method allows determination of 
embryonic and fetal age within and beyond the age group of the Carnegie 
classification and may, therefore, be useful for the needs of experimental 
and clinical cell transplantation. 
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AB Precise determination of donor age in human embryonic and 
fetal tissue is crucial for cell transplantation 
due to the existence of distinct time windows within which 
successful grafting is possible. This study demonstrates that 
between 4-12 wk postconception embryonic and fetal age can be estimated 
based on various morphometric parameters measured on a routine basis in 
suction abortion material. The greatest length, the neck-rump length, the 
foot length, and the proximal and distal arm and leg length were 
correlated with the anamnestic and ultrasonographically estimated age. 
Multivariate regression analyses showed a linear correlation between age 
and the logarithmic value of the various morphometric parameters. The 
best correlation was found for a mathematical model combining the limb 
parameters (r = 0.904; p < 0.001; n = 37). A prospective follow-up study 
(n = 40) was carried out to test the validity of the mathematical model. 
A high correlation was found between the calculated age and the estimated 
age based on anamnestic data (r = 0.749, p < 0.001). Outliers due to 
errors in the anamnestic data were readily identified by comparing 
anamnestic with calculated age. This method allows determination of 
embryonic and fetal age within and beyond the age group of the Carnegie 
classification and may, therefore, be useful for the needs of experimental 
and clinical cell transplantation. 
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AB Traditionally neural transplantation has had as its central 

tenet the replacement of missing neurons that have been lost because of 
neurodegenerative processes, as exemplified by diseases such as 
Parkinson disease (PD) . However, the effectiveness and widespread 
application of this approach clinically has been limited, primarily 
because of the poor donor supply of human fetal neural tissue 
and the incomplete neurobiological understanding of the circuit 
reconstruction required to normalize function in these diseases. So, in 
PD the progress from promising neural transplantation in animal 
models to proof -of -principle, open-labeled clinical transplants, 
to randomized, placebo-controlled studies of neural 
transplantation has not been straightforward. The emergence of 
previously undescribed adverse effects and lack of significant functional 
advantage in recent clinical studies has been disappointing and has served 
to cast a new, and perhaps more realistic, perspective on this treatment 
approach. In fact, there have been calls by some involved in neural 
transplantation to return to the drawing board before pressing on 
with further clinical trials, and the return to basic experimentation. 
This therefore precipitates the question - is there a future for neural 
transplantation? It is important to remember that there are a 
number of possible explanations for the disappointing results from the 
recent clinical trials in PD, ranging from the mode of 
transplantation to patient selection. Nevertheless, almost 
irrespective of these reasons for the current trial results, there have 
always been significant practical and ethical problems with using human 
fetal tissue, and so a number of alternative cell 

sources have been investigated. These alternative sources include stem 
cells, which are attractive for cell-based therapies because of their 
potential ease of isolation, propagation and manipulation, and their 
ability in some cases to migrate to areas of pathology and differentiate 
into specific and appropriate cell types. Furthermore, the availability 
of stem cells derived from non-embryonic sources (e.g. adult stem cells 
derived from the sub-ventricular zone) has removed some of the 
ethical limitations associated with the use of embryonic human tissue. 
These potentially beneficial aspects of stem cells means that there is a 
future for neural transplantation as a means of treating 
patients with a range of neurological disorders, although whether this 
will ever translate into a truly effective, widely available therapy 
remains unknown. 
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AB Transplantation of human fetal central nervous system tissue has 

been shown to be of benefit in Parkinson's disease, and is currently being 
explored as a therapeutic option in Huntington's disease. The 
success of a neural transplant is dependent on a number 
of factors, including the requirement that donor cells are 
harvested within a given developmental window and that the cell 


preparation protocols take account of the biological parameters identified 
in animal models. Although many of the criteria necessary for a 
successful neural transplant have been defined in animal 
models, ultimately they must be validated in human studies, and some 
issues can only ever be addressed in human studies. Furthermore, because 
neural transplantation of human fetal tissue 

is limited to small numbers of patients in any one surgical center, 
largely due to practical constraints, it is crucial that tissue 
preparation protocols are clearly defined and reproducible, so that (i) 
multicenter trials are possible and are based on consistent tissue 
preparation parameters, and (ii) results between centers can be 
meaningfully analyzed. Here we describe the preparation of human fetal 
striatum for neural transplantation in Huntington's disease, and 
report on the validation of a method for estimating the developmental 
stage of the fetus based on direct morphometric measurements of the 
embryonic tissue. 
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AB BACKGROUND: To achieve human embryonic stem (ES) cell -based 
transplantation therapies, allogeneic transplantation 

models of nonhuman primates would be useful. We have prepared cynomolgus 
ES cells genetically marked with the green fluorescent protein (GFP) . The 
cells were transplanted into the allogeneic fetus, taking 

advantage of the fact that the fetus is so immunologically immature as not 

to induce immune responses to transplanted cells and that 

fetal tissue compartments are rapidly expanding and thus 

providing space for the engraftment. METHODS: Cynomolgus ES cells were 

genetically modified to express the GFP gene using a simian 

immunodeficiency viral vector or electroporation. These cells were 

transplanted in utero with ultrasound guidance into the 

cynomolgus fetus in the abdominal cavity (n=2) or liver (n=2) at the end 
of the first trimester. Three fetuses were delivered 1 month after 
transplantation, and the other, 3 months after 
transplantation. Fetal tissues were examined 

for transplanted cell progeny by quantitative polymerase chain 
reaction and in situ polymerase chain reaction of the GFP sequence. 
RESULTS: A fluorescent tumor, obviously derived from transplanted 
ES cells, was found in the thoracic cavity at 3 months after 
transplantation in one fetus. However, transplanted 

cell progeny were also detected (approximately 1%) without teratomas in 
multiple. fetal tissues. The cells were solitary and 
indistinguishable from surrounding host cells. CONCLUSIONS: 
Transplanted cynomolgus ES cells can be engrafted in allogeneic 
fetuses. The cells will, however, form a tumor if they "leak" into an 
improper space such as the thoracic cavity. 
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Chapter 173, Sections 1-2 of the 1989 Session Laws, 29 
March 1989. 
Anonymous 

United States. North Dakota. 
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In March of 1989, North Dakota passed legislation covering experimentation 
using live or dead fetuses. The law prohibits the use of any live human 
fetus, before or after birth, for any kind of experimentation. A human 
fetus can be studied while in utero if such procedures 
do not substantially jeopardize the life or health of the fetus and 
provided that there are no plans to abort said fetus. No fetus or newborn 
child or fetal tissue or organ may be used for 
research or transplantation. However, diagnostic or remedial 
procedures designed to determine or preserve the life or health of the 
fetus or the mother are allowed. No experiments can be conducted on a 
dead fetus resulting from an occurrence other than an induced abortion 
without the written consent of the mother who must be at least 18 years 
old. No fetus or fetal tissue resulting from an 
induced abortion can be used in transplantation except for 
diagnostic or remedial procedures for said fetus or its mother. No 
abortion can be performed if all or part of the consideration for the 
abortion is that fetal organs or tissue are to be used for 
transplantation or experimentation. No fetus or fetal organs 
(including embryos and neonates) can be sold or given away for a use in 
violation of this law. 
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This article focuses on the deliberations of the National Institutes of 
Health Human Fetal Tissue Transplantation 

Research Panel in 1988. It explores various arguments for and against the 
use of fetal tissue for transplantation 

research, following elective abortion, and for and against the use of 

federal funds for such research. After examining the relevance 

of various positions on the moral status of the fetus and the morality of 

abortion, the article critically examines charges that such 

research, especially with federal funds, would involve complicity in the 

moral evil of abortion, would legitimate abortion practices, and would 

provide incentives for abortions. Finally, it considers whether the 

donation model is appropriate for the transfer of human fetal 

tissue and whether the woman who chooses to have an abortion is 

the apppropriate donor of the tissue. 
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DOCUMENT NUMBER: PubMed ID: 10904957 

TITLE: [Neural transplants en Parkinson disease: clinical results 

of 10 years of experience. Group of Neural Transplants of 
the CPH] . 

Transplantes neurales en la enfermedad de Parkinson: 
resultados clinicos tras 10 anos de experiencia. Grupo de 
Trasplantes Neurales de la CPH. 
Lopez-Lozano J J; Mata M; Bravo G 
SOURCE: Departamento de Neurol ogia, Universidad Autonoma de Madrid, 
Espana. . jlozano@cexp.cph.es 

Revista de neurologia, (2000 Jun 1-15) 30 (11) 1077-83. 
Journal code: 7706841. ISSN: 0210-0010. 
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Journal; Article; (JOURNAL ARTICLE) 
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Priority Journals 
200008 

Entered STN: 20000901 
Last Updated on STN: 20000901 
Entered Medline: 20000822 
INTRODUCTION: At the end of the 1970s people considered the possibility 
that transplants might be useful to replace degenerate specific 
cell populations, such as the mesencephalic dopaminergic 
neurones in Parkinson's disease (PD) . Since then this has become an 
experimental alternative treatment for patients with degenerative 
diseases. The history of transplants of catecholamine producing 
tissues within the brain of patients with PD started in 1985, when 
Backlund et al published the results of the first implants of autologous 
adrenal medulla in two patients with Parkinsonism. Since then, many 
patients throughout the world have benefited from the results obtained 
using this method. Two main types of tissue have been used in this 
method: autologous adrenal medulla and human foetal ventral mesencephalic 
tissue. DEVELOPMENT: In this paper we first review the clinical effects 
of the diverse types of transplant done to date. Then in the 
second part we give a summary of the clinical results obtained by our 
group with the different types of transplant carried out. We 
explain their evolution, original hypothesis and justify the reasons which 
led us to use three different types of donor material: 
autologous adrenal medulla, fetal tissue and adrenal 

medulla co-incubated with peripheral nerve. Then, after showing that the 
clinical improvement is different depending on the type of tissue 
transplanted, we comment on the probable reason for the 
improvement seen in patients with implants. CONCLUSION: The 
transplantation of nervous tissue seems to us to be no longer an 
experimental alternative for the treatment of PD but has become an 
effective, lasting treatment for patients with Parkinson's disease. 
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Engineering hematopoietic grafts using elutriation and 
positive cell selection to reduce GVHD. 
Noga S J 
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Ref: 60 


SOURCE: Cancer treatment and research, (1999) 101 311-30. 
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AB A systematic approach to hematopoietic graft manipulation has minimized 
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several of the variables inherent to allogeneic BMT. Through this 
approach, we have been able to significantly impact on morbidity and 
quality of life following allogeneic transplantation. Acute and 
chronic GVHD, blood product and antibiotic usage, in patient 
hospitalization, acuity, costs and survival (especially in patients older 
than 40) have been improved. The HLA barrier still presents a formidable 
obstacle to achieving a more widespread use of this therapy. The 
complications encountered in HLA matched/TCD grafts occur with even 
greater magnitude in the HLA-mismatched or unrelated donor 
setting. Several centers are now engaged in studies using TCD grafts that 
are augmented with high doses of CD34+ cells to ensure engraftment while 
reducing the incidence of GVHD (50-53) . Mobilized allogeneic PBSC appear 
to be an excellent source of stem cells for BMT (5,6). The earlier 
reports showed decreased rates of GVHD, despite having T cell burdens 10 
times higher than those found in unmanipulated bone marrow. However, 
several of these centers now report an unacceptably high incidence of 
chronic GVHD (along with its attendant morbidity) following allogeneic 
PBSC transplantation (54-55). Initial results of TCD in these 
PBSC grafts using CD34+ selection are disappointing in that recipients 
developed unexpectedly high incidences of both acute and chronic GVHD 
(56) . No doubt, significant differences exist between marrow and PBSC 
ancillary cell populations. For example, two laboratories now report the 
presence of natural suppressor cells in these allogeneic PBSC products in 
both mice (57) and humans (58) . Thus, the same, step-wise approach would 
be expected to improve graft performance when using PBSC, cord blood, 
fetal tissue, xenografts or genetically engineered 

products as a stem cell source. Indeed, there are new reports of improved 
clinical outcome (especially in the incidence of GVHD) in the PMRD setting 
using both CD34+ selected (59) and sequential CD34+/CD2+ selected (60) 
PBSC grafts. It is hoped that future graft engineering approaches will be 
as successful as previous studies and will extend this form of 
therapy to an even larger patient population. 
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AB In this work, we show that the embryonic human brain contains multipotent 
central nervous system (CNS) stem cells, which may provide a continuous, 
standardized source of human neurons that could virtually eliminate the 
use of primary human fetal brain tissue for intracerebral 
transplantation. Multipotential stem cells can be isolated from 
the developing human CNS in a reproducible fashion and can be 
exponentially expanded for longer than 2 years. This allows for the 
establishment of continuous, nontransf ormed neural cell lines, which can 
be frozen and banked. By clonal analysis, reverse transcription 
polymerase chain reaction, and electrophysiological assay, we found that 
over such long-term culturing these cells retain both 

multipotentiality and an unchanged capacity for the generation of neuronal 

cells, and that they can be induced to differentiate into catechlaminergic 

neurons. Finally, when transplanted into the brain of adult 

rodents immunosuppressed by cyclosporin A, human CNS stem cells migrate 

away from the site of injection and differentiate into neurons and 

astrocytes. No tumor formation was ever observed. Aside from depending 

on scarce human neural fetal tissue, the use of human 

embryonic CNS stem cells for clinical neural transplantation 

should provide a reliable solution to some of the major problems that 


pertain to this field, and should allow determination of the safety 
characteristics of the donor cells in terms of tumorigenicity, 
viability, sterility, and antigenic compatibility far in advance of the 
scheduled day of surgery. 
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Tissue distribution of transplanted fetal liver cells in 
the human fetal recipient. 

Westgren M; Ek S; Bui T; Jansson B; Kjaeldgaard A; Markling 
L; Nennesmo I; Seiger A; Sarby B; Thorns trom S; Ringden 0 
Department of Obstetrics and Gynecology, Huddinge 
University Hospital, Sweden. 

American journal of obstetrics and gynecology, (1997 Jan) 
176 (1 Pt 1) 49-53. 

Journal code: 0370476. ISSN: 0002-9378. 
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Journal; Article; (JOURNAL ARTICLE) 
English 

Abridged Index Medicus Journals; Priority Journals 
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Entered STN: 19970321 
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Entered Medline: 19970313 
OBJECTIVE: Our purpose was to study the tissue distribution and 
concentrations of transplanted fetal liver cells in the human 
fetus. STUDY DESIGN: Radiolabeled indium 111 fetal liver cells were 
injected in vivo under ultrasonographic guidance into 10 normal fetuses 
(13 to 17 weeks of gestation) before a prostaglandin abortion. Six 
fetuses were injected intraperitoneally and four intracardially . Another 
two fetuses serving as controls were injected with indium-labeled maternal 
plasma. The fetuses were all alive, at least until 6 hours before 
expulsion. After expulsion the fetuses were dissected, and radioactivity 
was measured in various fetal tissues. Results for 

each tissue were expressed as percentages of the total injected dose. 
RESULTS: Significantly greater uptake of fetal liver cells in the liver, 
spleen, thymus, kidney, lung, and placenta was obtained with intracardiac 
than with intraperitoneal injection. Skeletal uptake did not differ in 
relation to mode of administration. With intracardiac injection uptake 
was greater in such parenchymal organs as the liver, spleen, and 
thymus (4.9%, 4.0%, and 3.9%, respectively). Uptake in the rib, clavicle, 
humerus, and sternum was 2.7%, 1.8%, 2.1%, and 1.1%, respectively. 
Placental uptake was 0.1%. The intracardiac route yielded a higher 
concentration of cells in different fetal organs than did injection of 
only radiolabeled maternal plasma, suggesting an active uptake of cells in 
different fetal hematopoietic organs. CONCLUSION: The mode of 
administration of fetal liver cells seems to be a major determinant of 
donor cell concentration in the transplanted human fetus 
and may be a significant determinant of the rate of successful 
engraf tment . 
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Discordant xenogeneic neonatal thymic transplantation can 
induce donor-specific tolerance. 

Khan A; Sergio J J; Zhao Y; Pearson D A; Sachs D H; Sykes M 
Transplantation Biology Research Center, Massachusetts 
General Hospital/Harvard Medical School, Boston 02129, USA. 
1K11AI012 61-01 (NIAID) 

Transplantation, (1997 Jan 15) 63 (1) 124-31. 
Journal code: 0132144. ISSN: 0041-1337. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
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Entered Medline: 19970213 


AB The limited supply of human organs for transplantation 

necessitates the development of methods leading to acceptance of 
xenografts. To avoid the hazards of the high-dose chronic 
immunosuppressive pharmacotherapy which would otherwise be required for 
successful xenograf ting, it would be desirable to induce permanent 
tolerance to xenogeneic donors. We have recently demonstrated 
that xenogeneic donor-specific tolerance can be induced by 
transplanting fetal pig thymic and hematopoietic tissue into 
thymectomized, T cell-depleted, and natural killer-cell-depleted mice, or 
into natural killer cell-depleted nude mice. We have now extended these 
studies by replacing fetal tissue with neonatal pig 

thymic and hematopoietic tissue, and by examining the in vivo responses of 

reconstituted mice to pig skin grafts. Neonatal tissue was studied 

because it might be more practicable than fetal tissue 

for the purpose of transplantation to primates. RALB/c nu/nu 

mice transplanted with neonatal (<24-hr-old) pig thymus and 

spleen fragments developed circulating mouse CD4+ cells. The pig thymus 

grafts were necessary for mouse T-cell development, as CD4 recovery did 

not occur in recipients of neonatal pig splenic tissue alone. The CD4+ 

cells that developed included Vbeta8.1/2+ T cells in similar proportions 

as in BALB/c mice, and Vbetall+ and Vbeta5+ CD4 T cells were deleted 

almost as completely as in normal BALB/c mice. This deletion was detected 

among CD4 single-positive graft thymocytes. In 9 of 12 evaluable animals, 

mixed lymphocyte responses demonstrated tolerance to donor-type 

pig SLA antigens, with responsiveness to alloantigens and/or third-party 

pig xenoantigens . Furthermore, grafting of neonatal pig thymus conferred 

the ability to reject allogeneic mouse skin in 7 of 10 animals. In 

addition, 7 of 10 animals accepted paternal {donor SLA-matched) 

skin (median survival time [MST] > 100 days), whereas 4 of 4 animals 

rejected third-party SLA-mismatched pig skin (MST=40.5 days). We conclude 

that neonatal pig thymi transplanted to BALB/c nu/nu mice can 

support the development of mouse CD4+ cells that are functional and 

specifically tolerant to donor-type pig antigens. 
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AB Precise determination of donor age in human embryonic and 
fetal tissue is crucial for cell transplantation 
due to the existence of distinct time windows within which 
successful grafting is possible. This study demonstrates that 
between 4-12 wk postconception embryonic and fetal age can be estimated 
based on various morphometric parameters measured on a routine basis in 
suction abortion material. The greatest length, the neck-rump 
length, the foot length, and the proximal and distal arm and leg length 
were correlated with the anamnestic and ultrasonographically estimated 
age. Multivariate regression analyses showed a linear correlation between 
age and the logarithmic value of the various morphometric parameters. The 
best correlation was found for a mathematical model combining the limb 
parameters (r = 0.904; p < 0.001; n = 37). A prospective follow-up study 
(n = 40) was carried out to test the validity of the mathematical model. 
A high correlation was found between the calculated age and the estimated 
age based on anamnestic data (r = 0.749, p < 0.001). Outliers due to 
errors in the anamnestic data were readily identified by comparing 
anamnestic with calculated age. This method allows determination of 
embryonic and fetal age within and beyond the age group of the Carnegie 


classification and may, therefore, be useful for the needs of experimental 
and clinical cell transplantation. 
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96350807 MEDLINE 
PubMed ID: 8714776 

Development of the human striatum: implications for fetal 
striatal transplantation in the treatment of Huntington's 
disease. 

Freeman T B; Sanberg P R; Isacson O 

Department of Pharmacology and Experimental Therapeutics, 
University of South Florida, Tampa 33606, USA. 
NS29178 (NINDS) 

Cell transplantation, (1995 Nov-Dec) 4 (6) 539-45. Ref: 61 
Journal code: 9208854. ISSN: 0963-6897. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
English 

Priority Journals 
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Entered STN: 19961025 
Last Updated on STN: 20000303 
Entered Medline: 19961017 
Fetal neural transplantation has recently been demonstrated to 
ameliorate motor and other behavioral deficits in animals models of 
Huntington 1 s disease, and reconstruct many of the damaged striatal 
circuits. However, there has been significant variability in the 
histological appearance of these grafts, most likely related to 
differences of the regions of dissection of the donor tissue. 
Selective dissection and transplantation of the lateral 
ventricular eminence in rodents has resulted in grafts consisting of 
primarily striatal-like tissue. This data, combined with data from our 
own and other laboratories has led to a description of the development of 
human striatum, with a particular emphasis on the relevance of human 
striatal development to the field of fetal tissue 

transplantation for the treatment of Huntington's disease. If the 
goal of transplantation is to graft GABAergic striatal 
projection neurons, it is our impression that optimal grafting results 
will occur when transplants are derived from the lateral 

ventricular eminence and the lateral aspect of the body of the ventricular 
eminence anterior to the foramen of Monro. Optimal results are likely to 
occur when donor ages range from Stage 19 to 23, with possible 
graft success when donor age extends to as late as 
postovulatory week 22. 
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The use of human fetal tissue for scientific research 

has enormous potential but is subject to government legislation. In the 
United Kingdom the Polkinghorne Committee's guidelines were accepted by 
the Department of Health in 1990. These guidelines set out to protect 
women undergoing termination of pregnancy from exploitation but in so 
doing may significantly restrict potential research. Although the 
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committee took evidence from a wide variety of experts they did not seek 
the views of the general public. We asked 108 women about to have a 
therapeutic abortion; 167 women who had had a pregnancy terminated in the 
past, and 419 women who had never had an abortion, their views on research 
using human fetal tissue. Regardless of their past 

experiences the women were overwhelmingly in favour of research using 
fetal tissue (94 per cent) . They made little 

distinction between basic research and research with obvious clinical 

relevance and supported the concept of using transplanted 

fetal tissue for the treatment of adult disease 

such as Parkinsonism. Women about to undergo an abortion were 

significantly more likely {p < 0.001) to approve of all types of research 

including that aimed at improving methods of abortion and research using 

live fetuses in utero. 
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Cellular replacement therapy for neurologic disorders: 
potential of genetically engineered cells. 
Chen L S; Ray J; Fisher L J; Kawaja M D; S chins tine M; 
U J; Gage F H 

Department of Neurosciences, University of California, 
Diego, La Jolla 92093. 
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Journal of cellular biochemistry, (1991 Mar) 45 (3) 252-7. 
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Neural transplantation, a mode of cellular replacement, has been 
used as a therapeutic trial for Parkinsons disease. Studies indicate 
that tonic release of the metabolites from the graft that can be utilized 
by the host brain, is likely to be the major mechanism responsible for the 
therapeutic effect. The use of fetal tissue is 

complicated by ethical controversy and immunological incompatibility. 

Autografting adult tissue has not been successful mainly due to 

poor survival. Genetically engineered cells are promising alternative 

sources of donor cells. We have investigated the potential of 

primary skin fibroblasts as donor cells for intracerebral 

grafting. Primary skin fibroblasts survive in the brain and remain in 

situ. A number of genes (nerve growth factor, tyrosine hydroxylase, 

glutamic acid decarboxylase, and choline acetyltransf erase) have been 

successfully introduced and expressed in the primary fibroblasts. 

The L-dopa-secreting primary fibroblasts exhibited a behavioral effect in 

a rat model of Parkinson's disease up to 8 weeks after being grafted into 

denervated striatum. Factors that can maximize gene transfer, transgene 

expression, and fibroblast survival in the brain make up the future 

direction of investigation. 
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[Prenatal diagnosis of severe and hereditary immune 
deficiencies] . 

Diagnostic prenatal des deficits immunitaires graves et 

hereditaires . 

Durandy A; Griscelli C 
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AB Antenatal diagnosis is now available for most severe inherited immune 

deficiencies. Several techniques are used: the development of methods for 
sampling fetal tissue as soon as the tenth week of 

gestation has made possible the antenatal diagnosis of immune deficiencies 
associated with detectable enzyme defects, and, in combination with recent 
molecular biology techniques, can be expected to allow early 
identification of severe combined immune deficiencies due to the absence 
of T lymphocyte precursors, agammaglobulinemia, and some instances of 
X-linked chronic granulomatous disease. A great number of immune 
deficiencies can be identified by direct studies of fetal lymphocytes or 
polymorphonuclear leukocytes in fetal blood sampled by fetoscopy at the 
twentieth week of gestation. Fetal blood studies combined with skin 
biopsy examination allows the diagnosis of immune defects associated with 
partial albinism such as Chediak-Higashi disease. No reliable 
antenatal diagnostic method is as yet available for two severe diseases: 
Wiskott-Aldrich syndrome, that can be expected to become detectable in 
utero using molecular biology techniques, and ataxia- 
telangiectasia. Antenatal diagnosis of a severe immune deficiency does 
not necessarily indicate termination of the pregnancy as in some cases, 
such as severe combined immune deficiencies, HLA- identical bone 
marrow transplantation at birth or in utero is 
permanently successful in over 90% of cases. 
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AB Infants and children suffering from severe primary immunodeficiencies may 
be cured by bone marrow transplantation from a healthy 
donor. Data obtained in 14 European centers show that about 60% 
of the patients are surviving disease-free, if they were grafted with bone 
marrow cells from an HLA-identical related donor. Results of 
transplantation of T-cell depleted bone marrow from an 
HLA-haploidentical related donor were also excellent in infants 
with severe combined immunodeficiency, with 60% recovery. This therapy is 
superior to transplantation of fetal tissues 

HLA-haploidentical T-cell depleted marrow transplantation for 
other severe immunodeficiencies was less successful. This was 
mainly due to failure of engraftment, despite intensive conditioning of 
the recipient, and to infectious complications e.g. by reactivation of 
latently present viruses. 
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The successful development of fetal tissue 

transplantation has resulted in therapeutical solutions for 

patients with a variety of diseases. Fetal liver transplants as 

well as bone marrow transplants, can completely cure patients 

with severe combined immunodeficiency disease. These transplants 

can also be applied to treat other types of immunodeficiency, hemopathies, 

and inborn errors of metabolism, in association with immunosuppressive 

therapy. Despite complete HLA incompatibility between 

transplanted stem cells and host cells, functional activities of 

donor-derived T-lymphocytes are not restricted. In severe forms 

of Di George syndrome, immunological reconstitution can be obtained by 

fetal thymus transplantation. It is expected that, in the near 

future, pure stem cell transplants and gene transplants 

will develop and will provide remarkable solutions for the therapy of a 

large number of diseases. 
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A member of a medical center fetal treatment program and division of 
pediatric surgery discusses the technical feasibility and unique 
suitability of fetal tissue and organ 

transplants for treatment of diseases and congenital defects in 
children. He argues that anencephalic fetuses would be ideal 
donors. Although some maintain that the anencephalic newborn is 
incapable of achieving personhood because it lacks the forebrain necessary 
for characteristic human activity, Harrison rejects using this claim 
because of the controversy concerning personhood, the potential for lack 
of respect for the fetus and its parents, and the possibility that less 
severely handicapped fetuses might be denied personhood. He proposes that 
the anencephalic fetus be considered a dying person because of clearly 
definable brain absence, and that such a fetus be recognized as 
brain dead for medicolegal purposes. The family could then be approached 
concerning donation. 
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AB Choriocarcinoma can be regarded as transplanted cancer, because 
its origin is in trophoblast which is fetal tissue. 

It is of interest whether HLA antigens are expressed on choriocarcinoma 
cells or not, since HLA antigens may play an important role if the 
patient's body could recognize choriocarcinoma as "not self" and initiate 
its immune response. In this report choriocarcinoma tissue in the uterus, 
obtained after hysterectomy, is stained by an indirect immunofluorescence 
technique using monoclonal antibodies to HLA-A, B,C and HLA- DR. We believe 
this is the first immunohistological study in which choriocarcinoma in 
utero is available for study and monoclonal antibodies to HLA 
antigens are applied. In the staining of HLA-A, B,C, and of HLA-DR, host 
cells, such as myometrial cells, show positive staining but 
choriocarcinoma cells show negative staining. It is thought that 
choriocarcinoma cells are viable and show negative staining of HLA 
antigens, on the basis of finding following HE staining and hCG staining 
using anti-hCG antibody and the clinical remarks of the patient 
such as her high urinary hCG titer before operation and no history 
of chemotherapy. These results agree with those of previous studies about 
HLA antigens on choriocarcinoma cell lines. 
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AB Successful transplantation of the fetal brain into 

adult host brain has been accomplished. These studies explore the growth, 
differentiation, and viability of Ell, E12, and E15 rat fetal cortex and 
fetal spinal cord implantation into the spinal cord of adult rats ( 
donor and host, Sprague-Dawley) . Under deep Chloropent 

anesthesia, 70 rats had 1-mm cubes of fetal cortex inserted with pressure 
or by stylus injection subpially between the dorsal horn and dorsal column 
(left side), or implantation of whole segments of fetal spinal cord. 
Animals were prepared for light microscopy 14 and 21 days and 1, 2, and 3 
months later. Implants by both fetal tissues had a 
69% survival rate. The younger the fetal implant the higher the 
success of the implant (Ell greater than E15) . The diameter of 
fetal spinal cord implants reached the diameter of control postnatal 
animals after 30 days. The implants not only increased in mass (up to 
7-fold in some cases) but differentiated and matured (apolar, unipolar, 
bipolar, and multipolar) neurons were observed one to three months 
postimplantation. By 30 days postimplantation, fetal neurons had large, 
often crenated nuclei, with a large single prominent nucleolus. The most 
successful implants were the young Ell fetal spinal cord into the 
adult host spinal cord. These implants represent an initial 
successful transplantation of fetal spinal cord into 
adult spinal cord . 
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AB Alloantibodies against H-2b and H-2k haplotypes were produced in C57BL/6J 

and C3H female and male mice in response to transplantation of 

Fl fetal tissue (bone) or adult Fl cells (spleen) . 

Testing IgGl and IgG2 antibodies by means of the fluorescence-activated 
cell sorter (FACS II), we found no differences between males and females 
in the isotype content of antisera produced against spleen cells from 
adult donors. In contrast, striking sex-associated differences 
were found in the isotypes produced against fetal allografts: females 
produced much more IgGl than males, although they produced comparable 
amounts of IgG2. Hence, it appears that females differ from males in 
their humoral alloreactivity against major histocompatibility complex 
(MHC) gene products expressed on fetal cells. Such MHC antigens 
expressed on fetal tissues seem to generate different 

immune signals than the MHC antigens expressed on adult cells. These 
observations might be of relevance to the biological role played by the 
IgGl alloantibodies produced during pregnancy against the MHC alloantigens 
of the fetus. 
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Low iron diet and parenteral cadmium exposure in pregnant 
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The effects of latent iron deficiency combined with parenteral subchronic 
or acute cadmium exposure during pregnancy on maternal and fetal 
tissue distribution of cadmium, iron and zinc, and on fetal 
viability were evaluated. Timed-pregnant Sprague-Dawley rats were fed on 
semisynthetic test diets with either high iron (240 mg kg) or low iron (10 
mg kg), and concomitantly exposed to 0, 3 or 5 mg cadmium (as anhydrous 
CdC12) per kilogram body weight. Animals were exposed to cadmium from 
gestation day 1 through 19 by subcutaneously implanted mini 
pumps (Subchronic exposure) or on gestation day 15 by a single 
subcutaneous injection (Acute exposure) . All rats were killed on 
gestation day 19. Blood samples, selected organs and fetuses were 
removed and prepared for element analyses by atomic absorption 
spectrometry. Low iron diet caused decreases in maternal body weight, 
maternal and fetal liver weights, placental weights and tissue iron 
concentrations. By cadmium exposure, both subchronic and acute, tissue 
cadmium concentrations were increased and the increase was dose-related, 
maternal liver and kidney zinc concentrations were increased, and fetal 
zinc concentration was decreased. Cadmium concentration in maternal liver 
was additionally increased by low iron diet. Acute cadmium exposure 
caused lower maternal body and organ weights, high fetal mortality, and 
decreased fetal weights of survivors. In conclusion, parenteral cadmium 
exposure during pregnancy causes perturbations in essential elements in 
maternal and fetal compartments . Acute cadmium exposure in the last 
trimester of gestation poses a risk for fetal viability especially when 
combined with low iron in maternal diet. 
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BACKGROUND: Neural and stem cell transplantation is emerging as a 
potential treatment for neurodegenerative diseases from Parkinson's to 
Huntington's disease. Stereotactic placement of dopaminergic neurons in 
the caudate -put amen (striatum), is being attempted in centers of 
excellence and has proved to be beneficial. Basic research using cell 
transplantation indicates that structural development mechanisms seen in 
immature brains, i.e., fetal brains, can also function in the adult brain. 
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The adult brain consumes 15% of the resting cardiac output for its 
metabolic needs. While most human tissues can sustain an anaerobic 
assault for a few minutes up to 30 minutes, a sudden total lack of oxygen 
supply to the brain cells in an adult will render the person unconscious 
within five to ten seconds. Our team has been working on the problem of 
human fetal tissue response to antigenic assault for 

the last two decades. In the present series, 12 patients with prolonged 
histories of Parkinsonism, who were not responding to anti-Parkinsonian 
drugs, and could not afford costly stereotactic surgery or deep brain 
stimulation and other modalities of recent Parkinson's disease treatment, 
were enrolled in the study. MATERIALS AND METHOD: After obtaining proper 
informed consents from the patients or their guardians and from the 
multidisciplinary ethical committee, the patients, varying in age from 45 
to 75 years and suffering for many years with Parkinsonism, were enrolled 
in the heterotopic brain tissue transplant programme. We followed 
standard antiseptic, aseptic and premedication protocols, after selecting 
a proposed site of transplantation of the brain in the axillary fold of 
the skin, under local infiltration anaesthesia. In an adjacent OR, a 
fetus was collected from a consenting patient undergoing hysterotomy and 
ligation (before 20 weeks), under general anaesthesia. Within a minute of 
hysterotomy, the fetal brain tissue was dissected, and under the guidance 
of the operative microscope, 1 g of fetal cortical brain tissue was 
dissected and weighed in an electronic machine. The tissue was collected 
from around 1 cm of the frontal opercula of the developing human fetal 
brain and grafted in the already dissected and prepared 
subcutaneous site in the axilla and the skin was closed. 
Hematological parameters (Hgb; total count, Tc; differential count, Dc; 
erythocyte sedimentation rate, ESR) were estimated sequentially up to one 
month. A small portion of the transplanted tissue was retrieved after one 
to two months, and a serial histological study was done along with a 
clinical assessment of the disease condition as per the specifications of 
the Unified Parkinson's Disease Rating Scale. The results were matched 
with the pre-transplant ratings of the individual cases. Presenting 
dyskinesia was also rated (0-4), on the basis of objective criteria 
assessment like walking, putting on a coat, lifting a cup to drink, etc. 
RESULTS AND ANALYSIS: Initially 30 patients suffering from advanced 
Parkinson's disease (PD) were approached after getting the necessary 
clearance from the institutional multidisciplinary ethical committee; 
however, we have been able to arrange transplantation in only 12 cases so 
far. These patients were evaluated at the pre- and one month 
post-transplant period by the Unified Parkinson's Disease Rating Scale 
(0-108) and the minimum score was 40 in the motor portion of the unified 
scale at the pre-transplant state. Evaluation of the patients after one 
month revealed mild improvement of the pre-transplant scoring (up to 
33.3%) in 41.6% of the cases, and moderate improvement (up to 66.6%) in 
another 41.6% of the cases. While 16.8% of the cases did not show any 
improvement from the basal score, i.e., the pre-transplant score, there 
was a definite sense of well being and rise in weight (2-4 pounds) noted 
in each case and there was also a reduction of the L-Dopa dosage in 75% of 
the cases. There was also a 58.3% improvement in the bradykinesia scoring 
from the pre-transplant level. What is intriguing is the survival, growth 
and proliferation of the grafted fetal brain tissue in the HLA- and 
sex-randomized adult axilla without any immunosuppressive support. Not a 
single histological study of the fetal brain tissues after removal 
from the axilla showed any signs of graft vs. host or inflammatory 
reaction (Figures 1-9) but there were features of growth of the 
transplanted cortical brain tissue along with its different components 
like neurogenesis, gliogenesis, early neovascularisation and angiogenesis, 
etc. There was also no systemic leucocytosis or lymphocytosis. 
DISCUSSION AND CONCLUSION: Histological evidence at the transplanted 
tissue site suggests that fetal cortical brain tissue can sustain life in 
sex-randomized, HLA- randomized adult hosts, without the support of 
immuno- suppressive drugs and the tacit support of the blood-CSF and 
blood-brain barrier and other specific requirements of adult brain cells 
in the skull. Whether the clinical improvement in PD is transient or long 
lasting is presently under investigation along with basic questions like, 
is it due to transplanted fetal dopaminergic or non-dopaminergic neurons 
or is it the growth factors and the cytokine mediated hitherto unknown 
reactions causing the clinical improvement. 
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AB BACKGROUND: The art of transplant surgery has gone a long way in 

establishing itself as an important discipline in medicine with the 
support of molecular biology, immunology, biochemistry, etc., as the 
ultimate treatment for the restoration of function of a failing organ. 
With the progressive increase in the life expectancy of human beings, 
there is an increasing discrepancy in the demand and supply of organ 
grafts. A less efficient alternative could be synthetic or mechanical 
grafts. Nucleated cell therapy, that is, cellular transplant, is a 
promising new area of study with its proven efficacy in neuro-degenerative 
disorders, hematopoietic disorders, diabetes and trauma- induced tissue 
loss, to name a few. Human fetal cell/tissue with its intrinsic 
hypo-antigenic advantage {up to 20 weeks of study) , could be an 
interesting area of cellular/tissue transplant. Our research group has 
earlier reported on the safe use of umbilical cord whole blood and the 
successful transplant of a human fetal lung, heart, pancreas, 
liver, thymus, in an artificially prepared vascular subcutaneous 
axillary fold in which there was no feature of hyper-acute, acute or 
chronic rejection of the graft in HLA- and sex- randomized adult 
recipients, without concomitant immunosuppressives or radiation of the 
host to potentiate the survival of the fetal graft (within 20 weeks of 
gestation) within the lowest observation period of one month. The present 
study was aimed at examining the role of developing fetal adrenal 
transplants for patients with rheumatoid arthritis and severe pain due to 
involvement of inflammatory and neuropathic components. MATERIALS AND 
METHOD: Ten cases were enrolled in the present study after thorough 
informed consent and approval by the ethical committee of the institute. 
The age of the patients varied from 50 to 76 years and the group was 
comprised of three males and seven females. The age of the adrenal grafts 
varied from 16 to 20 weeks and these were collected from mothers admitted 
for hysterotomy and ligation. These long-standing rheumatoid patients 
(suffering for five to 15 years), presented with at least four of the 
seven 1987 revised criteria of the American College of Rheumatology for 
diagnosis of rheumatoid arthritis. A 2.5 cm long and 2 cm deep tissue 
space was dissected and prepared in each transplant recipient at the 
axilla using diathermy and knife after infiltrating the site with one 
percent lignocaine solution. The tissue collected from the consenting 
mother undergoing hysterotomy and ligation was inserted into this site, 
and the site was closed with 00 atraumatic vicryl. All necessary pre- and 
postoperative surgical precautions were taken to prevent infections. 
Sequential total count and differential count of leucocytes were 
undertaken to analyze the impact of the transplant on the host. After one 
month, a part of the transplanted fetal tissue was 

recovered for histological staining to examine whether there was any graft 
versus host reaction. RESULTS AND ANALYSIS: All ten patients tolerated 
the transplant procedure well. There was no fever, intractable pain or 
any other specific serious side-effect which could justify the 
removal of the transplant before one month. There was no 
discharge from the incision site and the healing of the scar was by and 
large normal. There was no unusual leucocytosis, lymphocytosis and the 
retrieved graft tissue did not suggest transplant rejection. However, 
there was definite pain relief, reduction in swelling and improvement of 
mobility of varying degree in a majority of the patients which was 


perceivable from the 15th day onwards. There was also a sense of well 
being (in 80%) and a gain in weight of three pounds or more (in 70%) among 
the fetal transplant recipients. DISCUSSION AND CONCLUSION: To understand 
the underlying mechanism, in case of pregnancy immuno tolerance, we are of 
the opinion that emphasis should be placed on the role of non-specific and 
non-cytopathic blocking antibodies produced during pregnancy. The 
hypo-antigenicity of the developing human fetal system may possibly 
contribute to the production of this blocking antibody during pregnancy, 
and thus may play a role in the lack of recognition by the host ' s HLA 
system. This behaviour of the developing human fetal 
tissue provides some advantages over adult tissue for fetal 
cell/tissue transplantation purposes. The relief of pain, inflammation 
and restoration of mobility may be due to the effect of the transplanted 
adrenal graft, with the medullary component contributing to endorphin- like 
substance liberation and the cortical component contributing to 
glucocorticoid synthesis. 
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AB BACKGROUND: In the year 1902, the first successful experimental 

organ transplant, i.e., an autotransplant of a dog's kidney from its 
normal position to the vessels of the neck, which resulted in some urine 
flow, was performed in the Vienna Physiology Institute under the direction 
of Hofrath Exner by Dr. Emerich Ullman (1861-1937) . Since then, the art 
of transplant surgery has come a long way in establishing itself as an 
important discipline with the support disciplines of immunology, molecular 
biology, etc., for the restoration of a failing organ. Today there is a 
major discrepancy in the demand and supply of organ grafts. The aim of 
the present study is to see whether fetal organ and tissue, with its 
intrinsic advantages of hypo-antigenicity, can survive in a HLA and 
sex- randomized host in a surgically prepared vascular subcutaneous 
axillary fold, without any immunosuppressive support. We have earlier 
reported two cases of fetal thymic transplant, collected from consenting 
mothers undergoing hysterotomy and ligation. MATERIALS AND METHODS: 
Fourteen cases were recruited for the present study after thorough 
informed consent and approval by the Ethical Committee of the Project. Of 
these, five patients were suffering from advanced cancer, three from 
diabetic gangrene, three from ischaemic heart disease and three from 
rheumatoid arthritis, liver abscess and disc prolapse. The ages of the 
patients varied from 39 to 82 years. Six fetal thymuses, three fetal 
liver tissues, three fetal cardiac tissues, one fetal pancreas and one 
fetal lung tissue were transplanted. All the fetuses were dissected and 
the selected tissues/organs were transplanted within one to three minutes 
after collecting them from the consenting mothers undergoing hysterotomy 
and ligation. The fetal tissue graft was placed in a 
surgically prepared subcutaneous vascular axillary fold, 2x1 cm, 
under local anaesthesia in the consenting adult recipient. Sequential Hb, 
Tc, Dc, ESR were done to see the impact of the transplant on the host 
system. After one month, the transplanted fetal tissue 

was taken out by an elliptical incision and the tissue was processed for 
histological staining. RESULTS AND ANALYSIS: All the 14 patients 


tolerated the transplant procedure well. There was no fever, intractable 
pain or any other specific serious side-effect justifying removal 
of the transplant earlier. There was no discharge from the incision site 
and the healing and scar were by and large normal. There was no unusual 
leucocytosis or lymphocytosis. The serial histological study did not 
suggest features of transplant rejection. DISCUSSION AND CONCLUSION: 
Pregnancy and neoplasm are two outstanding examples of natural tolerance 
to homograft. In both cases, blocking antibody has an important role in 
the phenomenon of immunotolerance . From our experiments mentioned above 
transplantation and our earlier reported studies, we believe that the 
hypo-antigenic fetal tissue has distinct advantages 
over adult tissue for transplant purposes. 
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AB BACKGROUND: The successful development of fetal cell /tissue 

transplantation in adults has resulted in the possibility of eventual 
therapeutic solutions with a variety of intractable diseases. Umbilical 
cord whole blood transplantation appears to be safe in the adult system. 
In severe forms of DiGeorge Syndrome, cultured thymus transplant can help 
in the reconstitution of the immune condition of the host. 
Successful fetal tissue transplant in adults 

has raised the hope of future effective gene transplant and its 
manipulation prospects to combat many diseases including hemopathies, 
inborn errors of metabolism, immunodeficiencies and even cancer and AIDS. 
MATERIALS AND METHOD: Two cases of advanced cancer were treated with fetal 
(pre-immune 12 weeks and hypo-immune 16 weeks) thymus transplants in 
subcutaneous vascular axillary folds, which were removed 
after one month. Thymuses were collected from consenting mothers 
undergoing hysterotomy and ligation. RESULTS AND ANALYSIS: Patient I was 
suffering from non-Hodgkins lymphoma (Ann Arbor Stage IV) and was 
receiving cyclophosphomide, doxorubicin, vincristine and prednisolone 
after a course of radiotherapy; she developed leucopenia {2.400/cmm), 
which improved after receiving a 16-week human fetal thymic graft. The 
leucopenia was eventually over-corrected and the leucocyte count reached 
44,000/cmm within a month, which was reversed after the thymus was taken 
out. Histology of the excised thymic graft showed growth and 
proliferation without any graft vs. host (GVH) reaction. Patient 2 was 
suffering from breast duct carcinoma (T4, N2, M0,) with estrogen, 
progesterone, and epidermal growth factor negative status, and was treated 
with modified radical mastectomy and axillary clearance followed by 
chemotherapy with cyclophosphomide, methotrexate and 5-f luorouracil for 
six cycles. She also received a 12-week-old human fetal thymus at the 
contra-lateral axilla which was removed after one month. In 
this case the peripheral leucocyte count did not show appreciable 
variation as in the first case. However, histology of the excised thymic 
graft showed growth and proliferation with an appearance of Hassel's 
corpuscles. CONCLUSION: Pre-immune and hypo-immune human fetal thymic 
transplant is not rejected in patients suffering from advanced cancer 
within one month (observation period) . Thymic lymphocyte shedding in the 


correction of leucopenia in the background of non-Hodgkin* s lymphoma may 
have many therapeutic implications. 
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Tissue repair in the fetal intestinal tract occurs with 
adhesions, fibrosis, and neovascularization. 
Mast B A; Albanese C T; Kapadia S 
SOURCE: Division of Plastic and Reconstructive Surgery, University 
of Florida, Gainesville 32606, USA. 

Annals of plastic surgery, (1998 Aug) 41 (2) 140-4; 
discussion 144-7. 

Journal code: 7805336. ISSN: 0148-7043. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
199810 

Entered STN: 19981029 
Last Updated on STN: 19981029 
Entered Medline: 19981021 
Cutaneous wound healing in the fetus can occur in a nonfibrotic, 
regenerative manner. However, other fetal tissues 
such as bone and stomach heal with scar formation. In light of 
potential ramifications for adult hollow visceral scarring (biliary and 
intestinal strictures), this study was undertaken to determine if tubular 
visceral tissue repair in the fetus is regenerative or fibrotic. Fetal 
rabbits underwent laparotomy on day 24 of gestation, during which a 
controlled intestinal enterotomy was created and suture repaired 
immediately using microsurgical techniques. Maternal rabbits and adult 
male rabbits also underwent enterotomy and repair. After 5 days all 
animals were sacrificed and the wounds analyzed histologically by a 
pathologist in a blinded fashion. All animals demonstrated a similar 
degree of peri-intestinal adhesion formation. Fetal and maternal wounds 
contained fibroblastic and smooth muscle cell proliferation, mild 
inflammatory infiltration, and new blood vessel formation. The male adult 
wounds demonstrated a more pronounced f ibrovascular healing response. 
Immunohistochemical staining for CD31 (endothelial cell marker) was 
quantitated on a scale of 0 to 4+, indicating degree of 
neovascularization. The mean scores for the fetal and maternal groups 
were similar (1.70 +/- 0.68 and 1.23 +/- 1.07 respectively), but were 
significantly greater for male adults (2.93 +/- 0.12; p = 0.001 by 
analysis of variance) . The results of this study indicate that hollow 
visceral tissue repair in the fetal rabbit intestine occurs in a similar 
fibrotic manner as adult healing. This provides further evidence that 
regenerative healing in the fetus is not ubiquitous. Differences in the 
degrees of fibrosis and neovascularization between adult male and pregnant 
female wounds deserve further investigation. 
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Detection of telomerase activity in malignant and 
nonmalignant skin conditions. 

Taylor R S; Ramirez R D; Ogoshi M; Chaff ins M; Piatyszek M 
A; Shay J W 

University of Texas Southwestern Medical Center at Dallas 
75235, USA. 
AG07992 (NIA) 

Journal of investigative dermatology, (1996 Apr) 106 (4) 
759-65. 

Journal code: 0426720. ISSN: 0022-202X. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
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Entered STN: 19960620 

Last Updated on STN: 19960620 

Entered Medline: 19960613 


AB Telomeres are the end regions of linear chromosomes, and in normal somatic 
cells the lengths of telomeres shorten with successive cell 
divisions. Telomerase, a ribonucleoprotein enzyme, maintains the length 
of telomeres in immortal and germline cells. Although present in human 
fetal tissues, shortly after birth telomerase activity 

is not detectable except in germline cells, hematopoietic cells, and most 
human primary tumors. In the present study we show telomerase activity to 
be present in 73 of 77 basal cell carcinomas, 15 of 18 nonmetastatic 
cutaneous squamous cell carcinomas, and 6 of 7 cutaneous 

melanomas, contrasting with extremely low levels detected in sun-protected 
skin. Sun-damaged skin, psoriatic lesional skin, and skin from lesions of 
poison ivy dermatitis, however, have increased levels of telomerase 
activity compared to sun-protected skin, although less than that detected 
in tumor tissue. Because telomerase activity can be found in inflammatory 
lesions of the skin, this indicates that telomerase activity does not 
always correlate with the malignant phenotype. In addition, we show that 
telomerase activity is localized to the epidermis of newborn foreskin, 
which suggests that telomerase is expressed constitutively by cells in the 
epidermis. Finding higher levels of telomerase activity in sun-exposed 
skin compared to nonexposed skin suggests that environmental factors may 
modulate telomerase activity. 
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TITLE: Evaluation of the teratogenic risk of cutaneously 

administered retinoids. 
AUTHOR: Buchan P 

CORPORATE SOURCE: CIRD Galderma, Sophia Antipolis, France. 

SOURCE: Skin pharmacology : official journal of the Skin 

Pharmacology Society, (1993) 6 Suppl 1 45-52. Ref: 22 

Journal code: 8810069. ISSN: 1011-0283. 
PUB. COUNTRY: Switzerland 

DOCUMENT TYPE: Journal; Article/ (JOURNAL ARTICLE) 

General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 1994 05 

ENTRY DATE: Entered STN: 19940511 

Last Updated on STN: 19940511 
Entered Medline: 19940504 

AB In current cutaneous retinoid therapy systemic exposure is low 

and the risk of teratogenesis appears to be limited. However, new 
indications, altered posologies and the introduction of new synthetic 
retinoids demand continuous assessment of the teratogenic risk. 
Teratogenicity testing of new substances in animals is only of value if 
accompanied by detailed pharmacokinetic analysis to establish the 
relationships between the levels of parent compound and metabolite in both 
maternal plasma and fetal tissues and teratogenic 

events. This information should be compared to the maximum of relevant 
pharmacokinetic data which can be ethically obtained in man or from human 
tissues. The presence or absence of teratogenic effects following 
cutaneous administration of retinoids in animals has, as 
such, little direct bearing on the risk in man. Two special cases 
exist where teratogenic risk can be evaluated directly in man without 
reference to animal studies. The first concerns substances whose 
teratogenic potential has been established in man by other routes of 
administration permitting a comparison with the cutaneous route 
on a pharmacokinetic basis. The second concerns the cutaneous 
administration of endogenously occurring substances and their eventual 
disturbance of systemic retinoid equilibrium. 

L21 ANSWER 9 OF 13 MEDLINE on STN 

ACCESSION NUMBER: 92165012 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 1537521 

TITLE: Use of an animal model for the study of the role of human 
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Department of Pediatrics, Children's Hospital, Boston, 
Massachusetts . 
AI27747 (NIAID) 

Gastroenterology, (1992 Mar) 102 (3) 834-9. 
Journal code: 0374630. ISSN: 0016-5085. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Abridged Index Medicus Journals; Priority Journals; AIDS 
199204 

Entered STN: 19920417 
Last Updated on STN: 19970203 
Entered Medline: 19920402 
The gastrointestinal manifestations of human immunodeficiency virus 
(HIV)-l disease have centered on identifiable causes of intestinal 
dysfunction such as parasitic and bacterial pathogens. The 
lamina propria of the intestine contains cell that harbor HIV-1, but the 
significance of this observation remains unknown. Because limited animal 
models are available to evaluate the gastrointestinal effects of this 
infection, a system that uses human fetal intestine transplanted 
subcutaneously onto the back of an immunodef icient mouse was 
developed. After 8 weeks, fetal tissues mature into 

an adult-appearing tissue with a lumen. Cell-free HIV-1 was inoculated 
into the explants, an evidence for infection was evaluated by histological 
evaluation, in situ hybridization, and polymerase chain reaction. No 
evidence for HIV-1 incorporation into epithelial cells could be found. It 
was concluded that this model provides a system in which intestinal HIV-1 
interaction can be evaluated. In this model, cell-free HIV-1 does not 
appear to infect the epithelial cell. 
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Cadmium and zinc concentrations in fetal and maternal rat 
tissue after parenteral administration of cadmium during 
pregnancy. 

Roelfzema W H; Roelofsen A M; Herber R F; Peereboom-Steg J 
H 

Laboratory of Histology and Cell Biology, University of 
Amsterdam, The Netherland. 

Archives of toxicology, (1988) 62 (4) 285-90. 
Journal code: 0417615. ISSN: 0340-5761. 
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Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
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Entered STN: 19900306 
Last Updated on STN: 19970203 
Entered Medline: 19890505 
Cadmium (Cd) and zinc (Zn) concentrations were determined by solid 
sampling atomic absorption spectrometry (AAS) in rat maternal and 
fetal tissues after exposure to cadmium. Cadmium was 
administered subcutaneously as CdC12 in saline daily during 

pregnancy. Two experiments were performed. In experiment I we investigated 
the tissue concentration at day 19 (gestational age) after administration 
of several doses: 0, 1.1, 2.2, 4.4, and 8.8 mumol Cd/ kg/day. In experiment II 
the course of the Cd and Zn concentrations during pregnancy was 
investigated by collecting samples at days 14, 16, 18 and 20, after daily 
injections of 4.4 mumol Cd/kg. Cadmium concentrations in blood, maternal 
liver, placenta and fetal liver increased with dose and duration of 
exposure. Cadmium was heavily accumulated in the liver and transferred to 
the fetus only in small amounts. The zinc concentration in the maternal 
liver was positively correlated with the cadmium concentration. In the 
placenta the zinc concentration was not affected. Zinc in fetal liver was 
decreased from day 18 onward. Despite relatively high cadmium levels and 
decreased zinc levels in the fetus, we observed no adverse effects on 
various reproduction parameters, such as birth weights and 
obvious malformations. 
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Transforming growth factor beta (TGF-beta) induces fibrosis 
in a fetal wound model . 

Krummel T M; Michna B A; Thomas B L; Sporn M B; Nelson J M; 
Salzberg A M; Cohen I K; Diegelmann R F 
Department of Surgery, Medical College of Virginia, 
Virginia Commonwealth University, Richmond 23298-0015. 
20298 

Journal of pediatric surgery, (1988 Jul) 23 (7) 647-52. 
Journal code: 0052631. ISSN: 0022-3468. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
English 

Priority Journals 
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Entered STN: 19900308 
Last Updated on STN: 19900308 
Entered Medline: 19890209 
The adult cellular response to tissue injury is characterized by acute 
inflammation followed eventually by fibroblast proliferation and collagen 
synthesis. Fetal tissue responses to injury differ 

markedly from those of the adult; an early acute inflammatory response is 
absent, few fibroblasts participate, and no collagen is deposited. The 
object of the present study was to analyze the effects of transforming 
growth factor beta (TGF-beta) , an important regulatory molecule in adult 
healing events, on the fetal tissue response following 
wounding. Fetal cellular and extracellular matrix responses to injury 
were evaluated by placing subcutaneous wound implants containing 
TGF-beta (0.01 to 10 ng) in fetal rabbits at 24 days gestation (term = 31 
days) . Histologic responses one to seven days later were compared with 
fetal and adult control implants without TGF-beta. The histology of the 
adult implant was characterized by an early acute inflammatory response: 
by day 7 fibroblasts and collagen were predominant. In contrast, control 
implants removed from fetal rabbits had no histologic evidence 
of acute inflammation or fibroblast penetration and no collagen was 
deposited. When implants containing 1.0 ng TGF-beta were removed 
from fetal rabbits at seven days, a grossly fibrotic reaction was 
observed: histology confirmed marked fibroblast penetration with collagen 
deposition. Fetal implants containing 0.01 ng or 10 ng TGF-beta showed 
few fibroblasts but had increased numbers of inflammatory cells compared 
with controls. These observations demonstrate that the fetal response 
becomes adultlike with fibroblast proliferation and collagen accumulation 
when TGF-beta is added, thus documenting the responsiveness of the fetal 
system to adult repair signals. (ABSTRACT TRUNCATED AT 250 WORDS) 
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Passively acquired autoimmunity and the maternal fetal dyad 
in systemic lupus erythematosus. 
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Neonatal lupus syndromes consist of transient cutaneous and 
hematologic abnormalities and permanent cardiac disorders all of which 
result from a common pathogenetic mechanism, the passive transfer of 
maternal autoantibodies. Detrimental antibodies such as SSA/Ro 
and SSB/La gain access to the fetal circulation via the normal active 
transport system of the trophoblast tissue which is operative after 20 
weeks gestation. Despite functional maturation of the cardiac conduction 
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system by 16 weeks gestation, fetal bradycardias are most often 
encountered after this time. Several lines of evidence are advanced in 
this review to support the role of myocarditis as the initial consequence 
of autoantibody attack on the fetal heart. The end result of this 
inflammatory insult is permanent fibrosis manifest as complete congenital 
heart block (CCHB) . Despite the clearly demonstrated presence of SSA/Ro 
and SSB/La in fetal tissues as well as their 

fluctuation in quantity during the cell cycle, the precise accessibility 
of these antigens to their respective autoantibodies in unknown at the 
present time. However, ultraviolet light is reported to induce cell 
surface expression of SSA/Ro on cultured keratinocytes . The recognition 
of CCHB by fetal echocardiogram is presented. The rationale for the use 
of dexamethasone which crosses the placenta in an active form to treat 
fetal immune effector functions is discussed. Intense maternal 
plasmapheresis in an attempt to rapidly decrease maternal autoantibodies 
may provide another approach to the management of CCHB. Through 
increasing knowledge of this model of "passively acquired pure" systemic 
lupus erythematosus, insights into mechanisms of tissue injury and 
strategies for treatment will emerge. 
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AB In a series of 241 amniograms, there were two cases of fetal 
tissue damage resulting from the subcutaneous injection 

of contrast material. Details of these two cases are given and the damage 
sustained illustrated. Measures designed to prevent such 
complications are outlined, together with recommendations for its 
management, should such a complication occur. 
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AB In utero somatic gene therapy in the later stages of pregnancy may allow 
targeting of organ systems which are difficult to reach later in life and 
to prevent the development of tissue damage otherwise caused by the early 
onset of inherited diseases. We report here on the percutaneous 
delivery of two adenoviral vectors, containing the beta-galactosidase 
reporter gene and the human Factor IX gene respectively, to the fetal 
liver and circulation by ultrasound-guided umbilical vein puncture similar 
to procedures used in human pregnancy. Vector spread, as detected by PCR 
analysis for the beta-galactosidase encoding vector, was found in almost 
all fetal and neonatal organs and in the maternal liver. Expression of 
the beta-galactosidase transgene was detected in many fetal 
tissues by RT-PCR. High beta-galactosidase production was shown 
by immuno-histochemistry predominantly in the liver, where about 30percent 
of the hepatocytes stained positive, and in the adrenal cortex. 
Production of factor IX was determined by ELISA in the plasma of treated 
fetuses and newborn lambs and reached at birth up to 80percent of the 
normal human plasma concentration. This demonstrates a very hopeful proof 
of principle for the development of prenatal treatment of many genetic 
diseases but also requires more detailed investigations with respect to 
the observed systemic spread of the vector. 
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Direct analysis of uncultured cytotrophoblastic cells from 
second- and third-trimester placentas: an accurate and 
rapid method for detection of fetal chromosome 
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Transabdominal chorionic villus sampling can be readily used for detection 
of fetal chromosome abnormalities in the second and third trimesters of 
pregnancy. Although culture of chorionic villi offers little advantage 
over cultured amniotic fluid cells with respect to time required to obtain 
results, cytogenetic analysis of chorionic villi by direct analysis of 
uncultured cytotrophoblastic cells offers clear advantages because of the 
very short time required to obtain results. To determine whether direct 
analysis of uncultured cytotrophoblastic cells from second- and 
third-trimester placentas can routinely provide rapid and accurate 
assessment of fetal status, we evaluated chorionic villus specimens 
obtained from 57 placentas; 49 placentas were sampled in the second 
trimester whereas eight were sampled in the third trimester. Direct 
preparations yielded karyotypes in 56 (98.2%) preparations; all results of 
direct analyses were available within 72 hours and, when requested, within 
12 hours. All results were confirmed by chromosome analysis of cultured 
mesenchymal core cells or cultured fetal tissue. We 

conclude that direct analysis of cytotrophoblastic cells from second- and 
third-trimester placentas is a very rapid and accurate method for 
determining fetal chromosome status that is comparable with, if not 
superior to, percutaneous umbilical blood sampling. 
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Widespread and efficient marker gene expression in the 
airway epithelia of fetal sheep after minimally invasive 
tracheal application of recombinant adenovirus in utero. 
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Rodeck C; Coutelle C 

Department of Obstetrics and Gynaecology, Royal Free and 
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Cystic fibrosis is a common lethal genetic disease caused by functional 
absence of the cystic fibrosis transmembrane conductance regulator (CFTR) . 
Although a candidate disease for in utero gene therapy, demonstration of 
potentially therapeutic levels of transgene expression in the fetal 
airways after minimally invasive gene delivery is a mandatory prerequisite 
before application of this approach in humans can be considered. We 
report here on the delivery of a beta-galactosidase expressing adenovirus 
directly to the airways of fetal sheep in utero using 
ultrasound-guided percutaneous injection of the trachea in the 
fetal chest. Injection of adenoviral particles to the fetal 
airways was not associated with mortality and resulted in low-level 
expression in the peripheral airways. However, complexation of the virus 
with DEAE dextran, which confers a positive charge to the virus, and 
pretreatment of the airways with Na-caprate, which opens tight junctions, 
increased transgene expression, and a combination of these two enhancers 
resulted in widespread and efficient gene transfer of the fetal trachea 
and bronchial tree. Using a percutaneous ultrasound- guided injection 
technique, we have clearly demonstrated proof of principle for substantial 
transgene delivery to the fetal airways providing levels of gene 
expression that could be relevant for a therapeutic application of CFTR 
expressing vectors. 
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Ultrasound-guided percutaneous delivery of 
adenoviral vectors encoding the beta-galactosidase and 
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AB In utero gene therapy may provide treatment of genetic diseases before 

significant organ damage, allow permanent genetic correction by reaching 
stem cell populations, and provide immune tolerance against the 
therapeutic transgenes and vectors. We have used percutaneous 
ultrasound- guided injection as a minimally invasive fetal procedure. 
First-generation adenoviruses encoding the nuclear localizing 
beta-galactosidase reporter gene or the human factor IX (hFIX) gene, or 
colloidal carbon were delivered via the umbilical vein (UV, n = 4) , heart 
(intracardiac [IC], n = 2) , liver parenchyma (intrahepatic [HE], n = 11), 
peritoneal cavity {intraperitoneal [IP], n = 14), skeletal musculature 
([intramuscular [IM], n = 11), or the amniotic cavity (intraamniotic [IA], 
n = 14) to early-gestation fetal sheep (0.3 gestation = day 33-61). 
Postmortem analysis was performed at 2, 9, or 28 days after injection. 
Although fetal survival was between 77% and 91% for IP, HE, IA, and IM 
routes, no fetuses survived UV or IC procedures. The hFIX levels reaching 
1900 and 401 ng/ml (IP), 30 ng/ml (HE), 66.5 and 39 ng/ml (IA), and 83 and 
65.5 ng/ml (IM) , respectively, were determined 2 days after injection and 
decreased at birth to 16.5 ng/ml (IP), 7 ng/ml (HE), 4.5 ng/ml (IA), and 4 
and 0 ng/ml (IM) . Polymerase chain reaction (PCR) and 

immunohistochemistry showed broadest hFIX transgene spread and highest 
localised beta-galactosidase expression, respectively, after IP 
administration. Antibodies were observed against vector but not against 
hFIX. 
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Cystic fibrosis is a common lethal genetic disease caused by functional 
absence of the cystic fibrosis transmembrane conductance regulator (CFTR) . 
Although a candidate disease for in utero gene therapy, demonstration of 
potentially therapeutic levels of transgene expression in the fetal 
airways after minimally invasive gene delivery is a mandatory prerequisite 
before application of this approach in humans can be considered. We 
report here on the delivery of a beta-galactosidase expressing adenovirus 
directly to the airways of fetal sheep in utero using 
ultrasound-guided percutaneous injection of the trachea in the 
fetal chest. Injection of adenoviral particles to the fetal 
airways was not associated with mortality and resulted in low-level 
expression in the peripheral airways. However, complexation of the virus 
with DEAE dextran, which confers a positive charge to the virus, and 
pretreatment of the airways with Na-caprate, which opens tight junctions, 
increased transgene expression, and a combination of these two enhancers 
resulted in widespread and efficient gene transfer of the fetal trachea 
and bronchial tree. Using a percutaneous ultrasound- guided injection 
technique, we have clearly demonstrated proof of principle for substantial 
transgene delivery to the fetal airways providing levels of gene 
expression that could be relevant for a therapeutic application of CFTR 
expressing vectors. 
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In utero gene therapy may provide treatment of genetic diseases before 
significant organ damage, allow permanent genetic correction by reaching 
stem cell populations, and provide immune tolerance against the 
therapeutic transgenes and vectors. We have used percutaneous 
ultrasound-guided injection as a minimally invasive fetal procedure. 
First-generation adenoviruses encoding the nuclear localizing 
beta-galactosidase reporter gene or the human factor IX (hFIX) gene, or 
colloidal carbon were delivered via the umbilical vein (UV, n = 4), heart 
{intracardiac [IC] , n = 2) , liver parenchyma (intrahepatic [HE], n = 11), 
peritoneal cavity {intraperitoneal [IP], n = 14), skeletal musculature 
([intramuscular [IM] , n = 11) , or the amniotic cavity (intraamniotic [IA] , 
n = 14) to early-gestation fetal sheep (0.3 gestation = day 33-61). 
Postmortem analysis was performed at 2, 9, or 28 days after injection. 
Although fetal survival was between 77% and 91% for IP, HE, IA, and IM 
routes, no fetuses survived UV or IC procedures. The hFIX levels reaching 
1900 and 401 ng/ml (IP), 30 ng/ml (HE), 66.5 and 39 ng/ml (IA) , and 83 and 
65.5 ng/ml (IM) , respectively, were determined 2 days after injection and 
decreased at birth to 16.5 ng/ml (IP), 7 ng/ml (HE), 4.5 ng/ml (IA) , and 4 
and 0 ng/ml (IM) . Polymerase chain reaction (PCR) and 
immunohistochemistry showed broadest hFIX transgene spread and highest 
localised beta-galactosidase expression, respectively, after IP 
administration. Antibodies were observed against vector but not against 
hFIX. 
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develop a method for percutaneous collection of fetal fluid 


from cattle in the late stages of gestation and determine whether bovine 
viral diarrhea virus (BVDV) can be isolated from such fluids. DESIGN: 
Case series. ANIMALS: 169 pregnant beef cattle. PROCEDURE: Animals were 
restrained in a squeeze chute, and hair was clipped from a region of the 
right flank. Pregnancy was confirmed, and fetal fluids were identified by 
means of abdominal ultrasonography. Fetal fluid was collected with a 
spinal needle. Virus isolation was performed on fetal fluids, WBC lysates 
from 160 live calves, and tissues from 12 calves that died or were 
aborted. Blood samples collected from adult cattle were assayed with an 
immunoperoxidase monolayer assay. RESULTS: Fourteen animals aborted or 
delivered premature calves within 3 weeks after fetal fluid collection; 
however, it could not be determined whether this was a complication of the 
procedure or attributable to other factors. Results of BVDV isolation 
from fetal fluid samples were negative for 168 animals. However, a 
noncytopathic BVDV was isolated from fetal fluid obtained from a 
2-year-old heifer; results of the immunoperoxidase assay of serum from 
this heifer were also positive, and a noncytopathic BVDV was isolated from 
tissue specimens from a stillborn calf produced by this heifer. 
CONCLUSIONS AND CLINICAL RELEVANCE: Results suggest that fetal 
fluids can be collected percutaneously from cattle in the late 
stages of gestation and that virus isolation performed on fetal 
fluids can be used to identify fetuses infected with BVDV in utero 
However, safety of the procedure could not be evaluated. 
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AB In fetuses with lower obstructive uropathy, sonography cannot establish 
the cause of obstruction. We assessed whether percutaneous 
fetal cystoscopy could be useful in the evaluation and treatment 
of obstructive defects in utero. We inserted a fibreoptic 
endoscope through the lumen of the needle or trocar into the fetal bladder 
at the time of vesicocentesis or vesicoamni otic- shunt placement and looked 
at the the urethra, bladder neck, and ureteral orifices. Urethral 
vesicoamniotic shunting was considered in suitable cases; otherwise a 
percutaneous shunt was inserted. Fetal cystoscopy was possible in 11 of 
13 patients referred. The bladder mucosa appeared haemorrhagic or 
©edematous in three. The ureteral orifices were seen in 9/11 fetuses, 
dilation was seen in five, but was only suspected in two by ultrasound. 
Ureteral webs were noted in two other fetuses. Two of seven fetuses 
underwent urethral vesicoamniotic shunting; urethral patency was achieved 
with urethral probing alone in one fetus. The remaining four fetuses were 
shunted with a standard technique. Fetal cystoscopy helps define the 
underlying conditions responsible for sonographic findings of lower 
obstructive uropathy, and allows the introduction of new treatments. 
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AB Thrombocytopenia occurs in 20% to 40% of infants admitted to a neonatal 
intensive care unit. Approximately 30% of the newborns with severe 
thrombocytopenia below 50. 10 (9) /l platelets receive platelet transfusions. 
The etiology may be: bacterial infection, DIC and immune mediated 
thrombocytopenia. The consequences of thrombocytopenia are significant 
risks of severe intracranial hemorrhage and neurologic morbidity. 
Therapeutic platelet transfusions are given to actively bleeding neonates 
with less than 50. 10 (9) /l platelets. Prophylactic platelet concentrates 
are usually given to infants with platelets counts below 20. 10 (9) /I. The 
standard platelet concentrate (CMV-negative donor) is the product of 
choice for newborns. Fetal intracranial hemorrhage is possible as soon as 
20 weeks of gestation in allo-immune thrombocytopenia. Actually 
percutaneous umbilical blood sampling is very useful to measure 
fetal platelets count in order to decide in utero 

maternal platelet transfusion. Maternal irradiated plateletpheresis 
concentrates are preferentially infused in this indication. At the end of 
pregnancy, cesarean section is preferred to normal vaginal delivery if 
fetal thrombocytopenia below 100.10(9)/! is observed. In pregnant women 
with auto-immune thrombocytopenia, the decision to carry out percutaneous 
umbilical blood samples should be weigh relatively to the 3-5% estimated 
risk of serious consequences. Platelets transfusions are particularly 
successful in immune thrombocytopenia but less effective in other clinical 
circumstances . 


L27 ANSWER 6 OF 8 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR: 

CORPORATE SOURCE: 


MEDLINE on STN 
94340320 MEDLINE 
PubMed ID: 8062030 
Fetal obstructive uropathy. 
Estes J M; Harrison M R 

Department of Surgery, New England Deaconess Hospital, 
Boston, MA. 

Seminars in pediatric surgery, {1993 May) 2 (2) 129-35. 
Ref: 31 

Journal code: 9216162. ISSN: 1055-8586. 
United States 

Journal; Article; (JOURNAL ARTICLE) 
General Review; (REVIEW) 
(REVIEW, TUTORIAL) 
English 

Priority Journals 
199409 

Entered STN: 19941005 
Last Updated on STN: 19941005 
Entered Medline: 19940920 
Congenital obstructive uropathy is a relatively common developmental 
malformation, and severely affected fetuses die soon after birth from 
oligohydramnios -induced pulmonary hypoplasia or renal failure. Prenatal 
ultrasonography can reliably diagnose the specific anatomic defect, and 
using fetal urine sampling we can determine the extent of renal damage in 
utero with reasonable certainty. With these diagnostic tools and an 
understanding of the natural history of congenital obstructive uropathy we 
can now make rational decisions regarding treatment. Clinical experience 
has demonstrated that the selected fetus may benefit from in utero 
decompression, either by percutaneous shunt placement or open 
fetal surgery. However, each of these procedures has certain 
risks that must be carefully weighed against the expected benefits. 
Future techniques using fetoscopic surgery may provide the ideal 
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Common fetal urinary tract anomalies. 
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The role of ultrasound in detecting fetal anomalies in general and 
genitourinary tract anomalies in particular has undergone, and continues 
to undergo, remarkable changes. The diagnostic process began with a focus 
on the structural nature of anomalies and now has moved forward to include 
a detailed assessment of the functional nature and sequelae of these 
lesions. Concurrent with this shift in diagnostic emphasis has been the 
development of the role of ultrasonography in guiding invasive diagnostic 
procedures, such as percutaneous fetal blood sampling 
and fetal urine aspiration, and in guiding therapeutic 
procedures, such as chronic in utero vesicoamniotic shunt 
placement. These changes are occurring against a background of the role 
of ultrasound in assessing pathophysiology of the anomaly and assignment 
of prognosis, two decisions that profoundly influence pregnancy 
management. The challenge for the perinatal ultrasonographer is now not 
only to recognize the lesion, but also to institute the further 
investigative steps upon which a rational management plan may be based. 
As illustrated in this brief review of the more common genitourinary tract 
anomalies, the range of outcome and the pathophysiologic progression of 
the disease are both wide and complex. Continued improvements in 
ultrasound technologies and application hold the key to the ultimate 
reduction in the clinical significance of these common fetal diseases. 
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Fetal blood samples can be obtained in utero by direct 
sampling of the umbilical cord vessels, using an ultrasound guided 
technique termed percutaneous umbilical sampling (PUBS) . This 
procedure is being used more frequently in high risk pregnancies to obtain 
direct fetal laboratory data. In specialized centers, with trained 
personnel, the technique can be used with a high degree of safety and 
efficiency. Direct access to the fetal circulation can also allow an 
accurate determination of the fetal platelet count in cases of suspected 
fetal thrombocytopenia. The technique may be used to plan appropriate 
clinical management of maternal ITP as well as to diagnose the presence of 
fetal alloimmune thrombocytopenia. . A logical strategy for obstetric 
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management and evaluation of fetal risk can be planned. The procedure 
also has the potential to allow direct fetal treatment as has been the 
case in the management of severe fetal anemia. 
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ABEN The present invention relates to the novel human secreted proteins and 
isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 

ABFR La presente invention concerne de nouvelles proteines humaines secretees 
ainsi que des acides nucleiques isoles contenant les regions codantes 
des genes codant ces proteines. L' invention concerne egalement des 
vecteurs, des cellules notes, des anticorps ainsi que des methodes de 
recombinaison permettant la production de proteines humaines secretees. 
L* invention concerne egalement des methodes de diagnostic et 
therapeutiques utiles pour diagnostiquer et traiter des maladies, des 
troubles et/ou des etats lies a ces nouvelles proteines humaines 
secretees . 
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CG CI CM GA GN GW ML MR NE SN TD TG 
WO 2000-IB1938 A 20001207 

US 1999-60/169,629 19991208 
US 2000-60/187,470 20000306 
The invention concerns GENSET polynucleotides and polypeptides. Such 
GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 

L' invention concerne des polynucleotides et des polypeptides GENSET. Ces 
produits GENSET peuvent s'utiliser comme reactifs dans des analyses 
judiciaires, en tant que marqueurs chromosomiques, comme marqueurs 
specifiques a un tissu/cellule/organite, dans la production de vecteurs 
d' expression. En outre, ils peuvent s'utiliser dans des dosages de 
criblage et diagnostiques d'une expression GENSET et/ou une activite 
biologique anormales ainsi que pour le criblage de composes pouvant etre 
utilises dans le traitement de troubles lies a GENSET. 
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IMMUNODEFICIENT MOUSE MODELS OF PATHOGENESIS OF HUMAN 
DISEASE AND EFFICACY AND TOXICITY OF DISEASE TREATMENTS 
MODELES DE SOURIS IMMUNODEFICIENTES POUR ANALYSER LA 
PATHOGENESE DE MALADIES HUMAINES ET L ! EFFICACITE ET LA 
TOXICITE DES TRAITEMENTS UTILISES 
GOLDSTEIN, Harris; 
KOLLMANN, Tobias, R. 

ALBERT EINSTEIN COLLEGE OF MEDICINE OF YESHIVA 

UNIVERSITY 

English 

Patent 


NUMBER 


KIND 


DATE 


WO 9509235 


Al 19950406 
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APPLICATION INFO. 
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ABEN BTCD-hu2 chimeric mice for assaying the pathogenesis of human disease 
and efficacy and toxicity 

of disease treatments have been developed by implantation of human fetal 
thymus and human fetal 

liver tissue under the kidney capsule of T- and B-cell deficient mice, 
by engraftment of human fetal 

bone marrow cells into T- and B-cell deficient mice and combinations of 
both. The resulting chimeric 

mice contain human T-cells, human monocytes or combinations thereof in 
sufficient quantity in the 

mouse peripheral lymphoid compartment to support HIV-1 infection 
following intraperitoneal 
inoculation of HIV-1 into the mouse. 
ABFR Souris chimeriques BTCD-hu2 destinees a 1 ' etude de la pathogenese de 
maladies humaines et a 

evaluer l'efficacite et la toxicite des traitements utilises, produites 
par implantation de tissus 

de foie et de thymus de foetus humains sous la capsule du rein de souris 
presentant une deficience 

en lymphocytes T et B, par greffe de cellules de moelle osseuse foetale 
humaine sur des souris 

presentant une deficience en lymphocytes T et B et des combinaisons des 
deux. Les souris chimeriques 

qui en resultent contiennent dans leur compartiment lymphoide 
peripherique des lymphocytes T 

humains, des monocytes humains ou des combinaisons des deux en quantite 
suffisante pour supporter 

une infection par le VIH-1 a la suite de 1 1 inoculation intraperitoneale 
de VIH-1 chez lesdites 


souris . 
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SOUCHES HEMATOPOIETIQUES FORTEMENT ENRICHIE 
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The present invention provides a simple and reliable means for isolating 
populations of 

hematopoietic cells enriched for stem cell activity on the basis of 
possession of high CD34 cell 

surface antigen density (CD34hi) . CD34hi cell preparations are useful, 
for example, for drug 

discovery efforts, for reconstituting hematopoiesis in an animal lacking 
a functioning hematopoietic 
system, and for gene therapies. 

L 1 invention constitue un moyen simple et de grande fiabilite permettant 
d'isoler des 

populations de cellules hematopoietiques enrichies en cellules souches, 
selectionnees en fonction de 

leur forte densite d'antigenes de surface des cellules CD34 (CD34hi) . 
Les preparations a forte 

densite de cellules CD34 sont d'une grande utilite, par exemple, pour la 
recherche de nouveaux 

medicaments, pour la reconstitution de 1 ' hematopoiese chez un animal 
presentant un dysf onctionnement 

du systeme hematopoietique et pour les therapies geniques. 
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40 Drawing Figure (s); 13 Drawing Page(s) 

1339 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a simple and reliable means for isolating 
populations of hematopoietic cells enriched for stem cell activity on 
the basis of possession of high CD34 cell surface antigen density 


PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 

DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 


("CD34hi"). CD34.sup.hi cell preparations are useful, for example, for 
drug discovery efforts, for reconstituting hematopoiesis in an animal 
lacking a functioning hematopoietic system, and for gene therapies. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 
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DOCUMENT TYPE: 
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Successful expression of p-galactosidase and factor IX 
transgenes in fetal and neonatal sheep after 
ultrasound-guided percutaneous adenovirus vector 
administration into the umbilical vein. 

Themis M. ; Schneider H.; Kiserud T.; Cook T.; Adebakin S.; 
Jezzard s./ Forbes S.; Hanson M. ; Pavirani A.; Rodeck C; 
Coutelle C. 

Prof. C. Coutelle, Cyst. Fibro. Gene Therapy Res. Group, 
Imp. College Science Technol . Med., Division of Biomedical 
Sciences, London SW7 2AZ, United Kingdom 
Gene Therapy, (1999) 6/7 (1239-1248). 
Refs: 33 

ISSN: 0969-7128 CODEN: GETHEC 

United Kingdom 

Journal; Article 

022 Human Genetics 


LANGUAGE : Engl i sh 

SUMMARY LANGUAGE: English 

AB In utero somatic gene therapy in the later stages of pregnancy 

may allow targeting of organ systems which are difficult to reach later in 
life and to prevent the development of tissue damage otherwise caused by 
the early onset of inherited diseases. We report here on the 
percutaneous delivery of two adenoviral vectors, containing the 
p-galactosidase reporter gene and the human Factor IX gene 
respectively, to the fetal liver and circulation by ultrasound- guided 
umbilical vein puncture similar to procedures used in human pregnancy. 
Vector spread, as detected by PCR analysis for the p-galactosidase 
encoding vector, was found in almost all fetal and neonatal organs and in 
the maternal liver. Expression of the p-galactosidase transgene was 
detected in many fetal tissues by RT-PCR. High 
p-galactosidase production was shown by immuno-histochemistry 
predominantly in the liver, where about 30% of the hepatocytes stained 
positive, and in the adrenal cortex. Production of factor IX was 
determined by ELISA in the plasma of treated fetuses and newborn lambs and 
reached at birth up to 80% of the normal human plasma concentration. This 
demonstrates a very hopeful proof of principle for the development of 
prenatal treatment of many genetic diseases but also requires more 
detailed investigations with respect to the observed systemic spread of 
the vector. 
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ABEN The present invention relates to the novel human secreted proteins and 
isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 

ABFR La presente invention concerne de nouvelles proteines humaines secretees 
ainsi que des acides nucleiques isoles contenant les regions codantes 
des genes codant ces proteines. L 1 invention concerne egalement des 
vecteurs, des cellules hotes, des anticorps ainsi que des methodes de 
recombinaison permettant la production de proteines humaines secretees. 
L ! invention concerne egalement des methodes de diagnostic et 
therapeutiques utiles pour diagnostiquer et traiter des maladies, des 
troubles et/ou des etats lies a ces nouvelles proteines humaines 
secretees . 
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FILE SEGMENT: LIFE 

LANGUAGE: English 

REFERENCE COUNT: 33 

* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB In utero somatic gene therapy in the later stages of 

pregnancy may allow targeting of organ systems which are difficult to 
reach later in life and to prevent the development of tissue damage 
otherwise caused by the early onset of inherited diseases. We report here 
on the percutaneous delivery of two adenoviral vectors, 

containing the beta-galactosidase reporter gene and the human Factor IX 
gene respectively, to the fetal liver and circulation by ultrasound-guided 
umbilical vein puncture similar to procedures used in human pregnancy. 
Vector spread, as detected by PCR analysis for the beta-galactosidase 
encoding vector, was found in almost all fetal and neonatal organs and in 
the maternal liver Expression of the beta-galactosidase transgene was 
detected in many fetal tissues by RT-PCR. High 

beta-galactosidase production was shown by immuno-histochemistry 
predominantly in the liver, where about 30% of the hepatocytes stained 
positive, and in the adrenal cortex. Production of factor IX was 
determined by ELISA in the plasma of treated fetuses and newborn lambs and 
reached at birth up to 80% of the normal human plasma concentration. This 
demonstrates a very hopeful proof of principle for the development of 
prenatal treatment of many genetic diseases but also requires more 
detailed investigations with respect to the observed systemic spread of 
the vector. 
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Modulating agents and methods for enhancing or inhibiting nonclassical 
cadher in-mediated functions, such as atypical or desmosomal cadherin 
-mediated functions, are provided. The modulating agents comprise at 
least a tryptophan-containing cell adhesion recognition sequence of an 
atypical and/or desmosomal cadherin, a conservative analogue or 
peptidomimetic thereof, or an antibody or fragment thereof that 
specifically binds to such a cell adhesion recognition sequence. 
Modulating agents may additionally comprise one or more cell adhesion 
recognition sequences recognized by cadherins and/or other adhesion 
molecules. Such modulating agents may, but need not, be linked to a 
targeting agent, pharmaceutically active substance and/or support 
material . 

La presente invention concerne des agents de modulation et des 
techniques destinees a renforcer ou a inhiber des fonctions non 
classiques induites par la cadherine, telles que des fonctions induites 
par la cadherine atypiques ou desmosomales . Ces agents de modulation 
comprennent au moins une sequence de reconnaissance d 1 adhesion 
cellulaire contenant du tryptophane d f une cadherine atypique ou 
desmosomale, un analogue conservateur ou un peptidomimetique de celui-ci 
ou un anticorps ou un fragment de celui-ci qui se lie specif iquement a 
cette sequence de reconnaissance d f adhesion cellulaire. Des agents de 
modulation peuvent de plus comprendre une ou plusieurs sequences de 


reconnaissance d 1 adhesion cellulaire reconnues par des cadherines et/ou 
par d'autres molecules d' adhesion. Ces agents de modulation peuvent, 
mais ce n'est pas obligatoire, etre lies a un agent de ciblage, a une 
substance pharmaceutiquement active et/ou a un materiau de support. 
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ABEN The invention is directed to methods of promoting neurogenesis by 

contacting neuronal tissue with intracellular cAMP elevating agents and 
intracellular Ca&iquest; 2+? elevating agents. Novel agents for promoting 
neurogenesis are disclosed. These agents include novel agents for 
increasing intracellular cAMP. 

ABFR L' invention concerne des methodes permettant de promouvoir la 

neurogenese par mis en contact d'un tissu neural avec des agents 
d' elevation de niveau intracellulaire de cAMP et de Ca<sb>2+</sb> . 
L 1 invention concerne de nouveaux agents permettant de promouvoir la 
neurogenese, ces agents permettant d'augmenter le niveau intracellulaire 
de cAMP. 
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ABEN Modulating agents and methods for enhancing or inhibiting classical 

cadherin-mediated functions are provided. The modulating agents comprise 
at least a tryptophan-containing cell adhesion recognition sequence of a 
classical cadherin molecule, a conservative analogue or peptidomimetic 
thereof, or an antibody or fragment thereof that specifically binds to 
such a cell adhesion recognition sequence. Modulating agents may 
additionally comprise one or more cell adhesion recognition sequences 
recognized by cadherins and/or other adhesion molecules. Such modulating 
agents may, but need not, be linked to a targeting agent, 
pharmaceutically active substance and/or support material. 

ABFR L' invention concerne des agents et des procedes de modulation permettant 
d'ameliorer ou d'inhiber des fonctions regulees par des cadherines 
classiques. Ces agents de modulation comprennent au moins une sequence 
de reconnaissance d' adhesion de cellules contenant tryptophane d f une 
molecule de cadherine classique, un analogue conservatif ou un 
peptidomimetique de cette sequence, ou un anticorps ou un fragment 
d'anticorps de cette sequence qui se lie specif iquement a cette sequence 
de reconnaissance d' adhesion de cellules. Des agents de modulation 
peuvent comprendre en plus une ou plusieurs sequences de reconnaissance 
d ! adhesion de cellules reconnues par les cadherines et/ou par d'autres 
molecules d' adhesion. Ces agents de modulation peuvent, eventuellement, 
etre lies a un agent de ciblage, a une substance pharmaceutiquement 
active et/ou a une matiere de support. 
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ABEN The present invention refers to a method for reprograraming a recipient 
cell, the method comprising, first, contacting the recipient cell with 
the cytoplasm of a donor cell from an amphibian or from a bony fish and, 
second, detecting the expression of embryonic markers in the recipient 
cell. Furthermore, the present invention contemplates the therapeutic 
use of the disclosed method for diseases requiring the replacement or 
renewal of cells. 

ABFR La presente invention concerne un procede permettant de reprogrammer une 
cellule receptrice. La l<sp>ere</sp> operation de ce procede consiste en 
une mise en contact de la cellule receptrice avec le cytoplasme d'une 
cellule donneuse prelevee sur un amphibien ou un poisson osseux. La 
2<sp>eme</sp> operation consiste en une detection de 1' expression de 
marqueurs embryonnaires dans la cellule receptrice. L 1 invention concerne 
egalement concerne egalement 1 ' utilisation therapeutique des procedes de 
1' invention pour des maladies necessitant le remplacement ou le 
renouvellement de cellules. 
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LANGUAGE: English 

SUMMARY LANGUAGE: English 

AB Traditionally neural transplantation has had as its central 

tenet the replacement of missing neurons that have been lost because of 
neurodegenerative processes, as exemplified by diseases such as 
Parkinson disease (PD) . However, the effectiveness and widespread 
application of this approach clinically has been limited, primarily 
because of the poor donor supply of human fetal neural tissue 
and the incomplete neurobiological understanding of the circuit 
reconstruction required to normalize function in these diseases. So, in PD 
the progress from promising neural transplantation in animal 
models to proof-of-principle, open-labeled clinical transplants, 
to randomized, placebo-controlled studies of neural 
transplantation has not been straightforward. The emergence of 
previously undescribed adverse effects and lack of significant functional 
advantage in recent clinical studies has been disappointing and has served 
to cast a new, and perhaps more realistic, perspective on this treatment 
approach. In fact, there have been calls by some involved in neural 
transplantation to return to the drawing board before pressing on 
with further clinical trials, and the return to basic experimentation. 


This therefore precipitates the question - is there a future for neural 
transplantation? It is important to remember that there are a 
number of possible explanations for the disappointing results from the 
recent clinical trials in PD, ranging from the mode of 
transplantation to patient selection. Nevertheless, almost 
irrespective of these reasons for the current trial results, there have 
always been significant practical and ethical problems with using human 
fetal tissue, and so a number of alternative cell 

sources have been investigated. These alternative sources include stem 
cells, which are attractive for cell-based therapies because of their 
potential ease of isolation, propagation and manipulation, and their 
ability in some cases to migrate to areas of pathology and differentiate 
into specific and appropriate cell types. Furthermore, the availability of 
stem cells derived from non-embryonic sources (e.g. adult stem cells 
derived from the sub-ventricular zone) has removed some of the ethical 
limitations associated with the use of embryonic human tissue. These 
potentially beneficial aspects of stem cells means that there is a future 
for neural transplantation as a means of treating patients with 
a range of neurological disorders, although whether this will ever 
translate into a truly effective, widely available therapy remains 
unknown . 
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ABEN The invention relates generally to methods of influencing central 

nervous system cells to produce progeny useful in the treatment of CNS 
disorders. More specifically, the invention includes methods of exposing 
a patient suffering from such a disorder to a reagent that modulates the 
proliferation, migration, differentiation and survival of central 
nervous system cells via SIP or LPA signaling. These methods are useful 
for reducing at least one symptom of the disorder. 

ABFR L 1 invention concerne generalement des procedes permettant d'influencer 
les cellules du systeme nerveux central afin de produire des 
progeniteurs utiles dans le traitement de troubles du SNC. Elle concerne 
plus specif iquement des procedes d 1 exposition d'un patient souffrant 
d'un tel trouble a un reactif qui module la proliferation, la migration, 
la differentiation et la survie de cellules du systeme nerveux central 
via une signalisation SIP ou LPA. Ces procedes sont utiles afin de 
reduire au moins un symptome du trouble. 
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ABEN The invention relates generally to methods of influencing central 

nervous system cells to produce progeny useful in the treatment of CNS 


disorders. More specifically, the invention includes methods of exposing 
a patient suffering from such a disorder to a reagent that modulates the 
proliferation, migration, differentiation and survival of central 
nervous system cells via PACAP, Maxadilan or VIP signaling. These 
methods are useful for reducing at least one symptom of the disorder. 
ABFR L' invention concerne d'une maniere generale des procedes pour influencer 
les cellules du systeme nerveux central afin de produire une progeniture 
utile dans le traitement de troubles du SNC. Elle concerne plus 
particulierement des procedes pour exposer un patient souffrant d f un de 
ces troubles a un reactif qui module la proliferation, la migration, la 
differentiation et la survie des cellules du systeme nerveux central 
via la signalisation PACAP, Maxadilan ou VIP. Ces procedes sont utiles 
pour reduire au moins un symptome du trouble en question. 
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The intervertebral disc and a portion of adjacent vertebrae obtained 
from recently deceased human or animal donors are used to restore disc 
function and eliminate pain in patients with disc disease. Cells 
harvested and cultured from the nucleus pulpsus and/or the annulus 
fibrosis of a normal disc are added to the donor disc. Additional 
therapeutic substances like culture medium, growth factors, 
differentiation factors, hydrogels polymers, antibiotics, 
anti-inflammatory medications, or immunosuppressive medications may also 
be added to the transplanted disc unit. 

On utilise le disque intervertebral et une partie de vertebre contigue 
obtenue d'un donneur humain recemment decede ou d'un donneur animal pour 
restaurer la fonction du disque et eliminer les douleurs ressenties par 
des patients atteints d'une maladie du disque. Des cellules recueillies 
et cultivees du noyau gelatineux et/ou de 1 1 anneau fibreux d'un disque 
normal sont ajoutees au disque du donneur. On peut aussi a j outer au 
disque transplante des substances therapeutiques additionnelles comme un 
milieu de culture, des facteurs de croissance, des facteurs de 
differentiation, des polymeres hydrogels, des antibiotiques, des 
medications anti-inf lammatoires des medications immunodepressives . 
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ABEN The present invention provides novel methods for delivering cells, 
particularly modified 

cells, to the central nervous system (CNS) . The purpose of this 
invention is to 


present a method that provides sustained delivery of a molecule to the 
central nervous 


system, thereby increasing the bioavailability of the molecule and 
lengthening 

the possible duration of treatment. 
ABFR L' invention se rapporte a de nouvelles methodes d' administration de 

cellules, notamment des cellules modifiees, au systeme nerveux central 

(SNC) . L' invention repose sur une methode qui assure une administration 

reguliere d'une molecule au systeme nerveux central, 

ce qui permet d'augmenter la biodisponibilite de la molecule 

et d'allonger la duree possible du traitement. 
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ABEN The invention relates generally to methods of influencing central 
nervous system 

cells to produce progeny useful in the treatment of CNS disorders. More 
specifically, 

the invention includes methods of exposing a patient suffering from such 
a disorder 

to reagent that modulates the proliferation, migration, differentiation 
and 

survival of central nervous system cells via Reelin, Gas6 or Protein S 
signaling. 

These methods are useful for reducing at least one symptom of the 
disorder. 

ABFR L' invention concerne de maniere generale des procedes 

destines a influencer des cellules du systeme nerveux central 

afin d'obtenir une descendance utile dans le traitement des troubles du 

SNC. Plus particulierement, 1 ' invention comprend des procedes 

destines a exposer un patient souffrant dudit trouble a un reactif 

qui module la proliferation, la migration, la differentiation et 

la survie des cellules du systeme nerveux central par 1 ' intermediaire 

d'une signalisation de proteines Reelin, Gas6 ou S. Ces procedes 

sont utiles pour reduire au moins un symptome dudit trouble. 
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The invention is directed to the field of human stem cells and includes 
methods and compositions for isolating, propagating, and differentiating 
human stem cells. The invention provides therapeutic uses of the methods 
and compositions, including autologous transplantation of treated cells 
into humans for treatment of Parkinson's and other neuronal disorders. 
Cette invention, qui releve du domaine des cellules-souches humaines, a 
trait a des procedes et aux compositions afferentes permettant d'isoler, 
de faire proliferer et de differencier des cellules-souches humaines. 
Elle porte egalement sur des utilisations therapeutiques de ces 
compositions et des procedes susmentionnes, notamment en matiere de 
transplantation autologue de cellules traitees chez des patients humains 
aux fins du traitement de la maladie de Parkinson et d'autres troubles 
neuronaux . 
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is directed to the field of human stem cells and includes 
methods and compositions for isolating, propagating, and differentiating 
human stem cells. The invention provides therapeutic uses of the methods 
and compositions, including autologous transplantation of treated cells 
into humans for treatment of Parkinson's and other neuronal disorders. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Provided are methods and compositions for increasing the efficiency of 

nuclear transfer using apoptosis inhibitors, and for the production of 
transgenic and non-transgenic mammals from cultured cells or cell lines. 
Methods for cloning mammals, and for producing transgenic and chimeric 
mammalian tissues and mammals, and chimeric cell lines are also 
provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB Background. To achieve human embryonic stem (ES) cell-based 
transplantation therapies, allogeneic transplantation 

models of nonhuman primates would be useful. We have prepared cynomolgus 
ES cells genetically marked with the green fluorescent protein (GFP) . The 
cells were transplanted into the allogeneic fetus, taking 

advantage of the fact that the fetus is so immunologically immature as not 

to induce immune responses to transplanted cells and that 

fetal tissue compartments are rapidly expanding and thus 

providing space for the engraftment. Methods. Cynomolgus ES cells were 

genetically modified to express the GFP gene using a simian 

immunodeficiency viral vector or electroporation. These cells were 

transplanted in utero with ultrasound guidance into the 

cynomolgus fetus in the abdominal cavity (n=2) or liver (n=2) at the end 
of the first trimester. Three fetuses were delivered 1 month after 
transplantation, and the other, 3 months after 
transplantation. Fetal tissues were examined 

for transplanted cell progeny by quantitative polymerase chain 
reaction and in situ polymerase chain reaction of the GFP sequence. 
Results. A fluorescent tumor, obviously derived from transplanted 
ES cells, was found in the thoracic cavity at 3 months after 
transplantation in one fetus . However, transplanted cell 
progeny were also detected (- 1%) without teratomas in multiple 
fetal tissues. The cells were solitary and 

indistinguishable from surrounding host cells. Conclusions. 
Transplanted cynomolgus ES cells can be engrafted in allogeneic 
fetuses. The cells will, however, form a tumor if they "leak" into an 
improper space such as the thoracic cavity. 
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Transplantation of human fetal central nervous system tissue has 
been shown to be of benefit in Parkinson's disease, and is currently being 
explored as a therapeutic option in Huntington 1 s disease. The 
success of a neural transplant is dependent on a number 
of factors, including the requirement that donor cells are 
harvested within a given developmental window and that the cell 
preparation protocols take account of the biological parameters identified 
in animal models. Although many of the criteria necessary for a 
successful neural transplant have been defined in animal 
models, ultimately they must be validated in human studies, and some 
issues can only ever be addressed in human studies. Furthermore, because 
neural transplantation of human fetal tissue 

is limited to small numbers of patients in any one surgical center, 
largely due to practical constraints, it is crucial that tissue 
preparation protocols are clearly defined and reproducible, so that (i) 
multicenter trials are possible and are based on consistent tissue 
preparation parameters, and (ii) results between centers can be 
meaningfully analyzed. Here we describe the preparation of human fetal 
striatum for neural transplantation in Huntington's disease, and 
report on the validation of a method for estimating the developmental 
stage of the fetus based on direct morphometric measurements of the 
embryonic tissue. 
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The invention provides methods for cloning mammals that allow the donor 
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enucleated oocyte. The invention also features methods of inserting 
chromosomes or nuclei into recipient cells. 

La presente invention concerne des methodes de clonage de mammiferes 
permettant la reprogrammation de cellules donneuses ou de chromosomes 
donneurs avant leur introduction dans un ovocyte enuclee. Cette 
invention concerne egalement des procedes permettant d'introduire des 
chromosomes ou des noyaux dans des cellules receptrices. 
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Disclosed are methods for the isolation of primordial germ cells, 
culturing these cells to produce primordial germ cell-derived cell 
lines, methods for transforming both the primordial germ cells and the 
cultured cell lines, and using these transformed cells and cell lines to 
generate transgenic animals. The efficiency at which transgenic animals 
are generated by the present invention is greatly increased, thereby 
allowing the use of homologous recombination in producing transgenic 
non-rodent animal species. 
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ABEN The present invention relates to the novel human secreted proteins and 


isolated nucleic acids containing the coding regions of the genes 
encoding such proteins. Also provided are vectors, host cells, 
antibodies, and recombinant methods for producing human secreted 
proteins. The invention further relates to diagnostic and therapeutic 
methods useful for diagnosing and treating diseases, disorders, and/or 
conditions related to these novel human secreted proteins. 
ABFR La presente invention concerne de nouvelles proteines humaines secretees 
ainsi que des acides nucleiques isoles contenant les regions codantes 
des genes codant ces proteines. L' invention concerne egalement des 
vecteurs, des cellules notes, des anticorps ainsi que des methodes de 
recombinaison permettant la production de proteines humaines secretees. 
L 1 invention concerne egalement des methodes de diagnostic et 
therapeutiques utiles pour diagnostiquer et traiter des maladies, des 
troubles et/ou des etats lies a ces nouvelles proteines humaines 
secretees . 
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ABEN The present invention relates to methods for generating dopaminergic 

neurons in vitro from embryonic and adult central nervous system cells. 
Specifically, these cells are isolated, cultured in vitro and stimulated 
to differentiate into dopaminergic neurons by down- regulating COUP-TFI 
and/or COUP-TFII expression or increasing NOT1 expression. These newly 
generated dopaminergic neurons may serve as an excellent source for cell 
replacement therapy in neurological disorders in which the dopaminergic 
system is compromised. 

ABFR Methodes permettant de produire des neurones dopaminergiques in vitro a 
partir de cellules souches du systeme nerveux central adulte et 
embryonnaire . Specif iquement, ces cellules sont isolees, cultivees in 
vitro et stimulees pour se differencier en neurones dopaminergiques par 
regulation a la baisse de 1 ' expression de COUP-TFI et/ou de COUP-TFII ou 
par augmentation de 1' expression de NOT1. Ces neurones dopaminergiques 
nouvellement produits peuvent constituer une excellente source pour la 
therapie de remplacement cellulaire dans des troubles neurologiques dans 
lesquels le systeme dopamine rgi que est atteint. 
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ABEN Peptidomimetics of cyclic peptides, and compositions comprising such 
peptidomimetics are provided. The peptidomimetics have a 
three-dimensional structure that is substantially similar to a 
three-dimensional structure of a cyclic peptide that comprises a 
cadherin cell adhesion recognition sequence HAV. Methods for using such 
peptidomimetics for modulating cadherin-mediated cell adhesion in a 
variety of contexts are also provided. 

ABFR L' invention concerne des peptidomimetiques de peptides cycliques ainsi 
que des compositions contenant ces peptidomimetiques. Les 
peptidomimetiques ont une structure tridimensionnelle sensiblement 
similaire a une structure tridimensionnelle d'un peptide cyclique 
contenant une sequence HAV de reconnaissance d f adhesion cellulaire 
mediee par cadherine. L' invention concerne egalement des methodes 
d 1 utilisation de ces peptidomimetiques pour moduler 1* adhesion 
cellulaire mediee par cadherine dans une variete de contextes. 
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ABEN Chimeric GDNF family ligands which activate a GFRa/RET are disclosed. 
Included are chimeras which activate GFRal/RET but do not activate 
GFRa2-RET or GFRa3-RET. The chimeras are useful in providing trophic 
support to a mammalian cell or in producing differentiation of a 


mammalian cell, or both, particularly when the cell is in a patient 
suffering from various diseases, in particular Parkinson's Disease. 
ABFR L' invention concerne des ligands chimeres de la famille GDNF activant un 
GFRa/RET. Elle englobe des chimeres activant GRFal/RET mais n' activant 
pas GFRa2-RET ou GRFa3-RET. Ces chimeres sont utiles pour apporter un 
support trophique a une cellule mammifere ou pour produire une 
dif f erenciation de cellules mammiferes, ou les deux, en particulier 
quand la cellule appartient a un patient atteint de differentes 
maladies, en particulier, la maladie de Parkinson. 
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The invention concerns GENSET polynucleotides and polypeptides. Such 
GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 

L* invention concerne des polynucleotides et des polypeptides GENSET. Ces 
produits GENSET peuvent s'utiliser comme reactifs dans des analyses 
judiciaires, en tant que marqueurs chromosomiques , comme marqueurs 
specifiques a un tissu/cellule/organite, dans la production de vecteurs 
d' expression. En outre, ils peuvent s'utiliser dans des dosages de 
criblage et diagnostiques d'une expression GENSET et/ou une activite 
biologique anormales ainsi que pour le criblage de composes pouvant etre 
utilises dans le traitement de troubles lies a GENSET. 
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ABEN Cultures of cells immunore active for glial fibrillary acidic protein 
(GFAP) , as well as for the intermediate filament marker nestin were 
grown in a medium including epidermal growth factor (EGF) and serum. The 
cultured cells had the morphology of astroglial cells. The cells can be 
proliferated in adherent or suspension cultures. Depending on the 
culture conditions, the cells can be induced to differentiate to neurons 
or glial cells. The cultures can be expanded over a large number of 
passages during several months, and survive, express an astroglial 
phenotype and integrate well after transplantation into both neonatal 
and adult rat forebrain. 
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APPLICATION INFO.: WO 2000-CA1114 A 20000928 

PRIORITY INFO.: US 1999-60/15 6,700 19990930 

ABEN The present invention relates to a method of improving cardiac function 
in a patient with heart failure without eliciting an immune response and 
without sacrificing the patient's skeletal muscle; which comprises the 
step of transplanting autologous bone marrow stroma cells (MSCs) into 
said patient's myocardium to grow new muscle fibers. The method may 
further comprise the step of using cell labeling technique to confirm 
survival and differentiation of implanted MSCs, and to identify said 
MSCs phenotype by both morphology and molecular markers. The method may 
further comprise examining the effects of the micro- environment of 
implanted MSCs on their differentiation and phenotype expression. The 


method may further comprise examining functional contribution of MSCs 
implanted into an ischemic segment of the myocardium. 
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Disclosed are methods for the isolation of primordial germ cells, 
culturing these cells to produce primordial germ cell-derived cell 
lines, methods for transforming both the primordial germ cells and the 
cultured cell lines, and using these transformed cells and cell lines to 
generate transgenic animals. The efficiency at which transgenic animals 
are generated by the present invention is greatly increased, thereby 
allowing the use of homologous recombination in producing transgenic 
non-rodent animal species. 


PRIORITY INFORMATION: 

DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
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NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
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PRIORITY INFO.: US 1998-09/163,283 19980929 

US 1998-60/108,148 19981112 
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ABEN A novel growth factor, artemin, which belongs to the 
GDNF/neurturin/persephin family of growth 

factors, is disclosed. The human and mouse amino sequences have been 


identified. Human and mouse 

artemin genomic DNA sequences have been cloned and sequenced and the 
respective cDNA sequences 

identified. In addition, methods for treating degenerative conditions 
using artemin, methods for 

detecting artemin gene alterations and methods for detecting and 
monitoring patient levels of 
artemin are provided. 
ABFR L' invention concerne un nouveau facteur de croissance, l 1 artemine, qui 
appartient a la famille 

des facteurs de croissance GDNF/neurturine/persephine . Les sequences 
amino humaines et murines ont 

ete identifiees. Les sequences de l'ADN genomique de 1 ' artemine humaine 
et murine ont ete clonees et 

sequencees, et 1 ' on a identifie les sequences d'ADNc respectives. 
L 1 invention concerne egalement des 

procedes relatifs au traitement des etats degeneratifs par le biais de 
1' artemine, ainsi que des 

procedes relatifs a la detection des alterations du gene de 1' artemine 
et des procedes relatifs a la 

detection et au controle des niveaux d' artemine chez les patients. 
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ABEN Modulating agents and methods for enhancing or inhibiting 
cadherin-mediated functions are 

provided. The modulating agents comprise at least an HAV binding motif, 
an analogue or 

peptidomimetic thereof, or an antibody or fragment thereof that 
specifically binds to such a motif. 

Modulating agents may additionally comprise one or more cell adhesion 
recognition sequences 

recognized by cadherins and/or other adhesion molecules. Such modulating 
agents may, but need not, 

be linked to a targeting agent, drug and/or support material. 
ABFR Cette invention a trait a des agents de modulation et aux techniques 
afferentes renforcant ou 

inhibant des fonctions lies a la cadherine. Ces agents de modulation 
comportent au moins un motif de 

reconnaissance d'adhesion a HAV (His-Ala-Val) , un analogue ou un 
peptidomimetique de celui-ci ou un 

anticorps ou un fragment de celui-ci se liant de maniere specifique a ce 
motif. Les agents de 


modulation peuvent, de surcroit, comporter une ou plusieurs sequences de 
reconnaissance d 1 adhesion 

cellulaire reconnues par des cadherines et/ou d ! autres molecules 
d 1 adhesion, lis peuvent, sans pour 

autant y etre contraints, etre lies a un agent de ciblage, a un 
medicament et/ou a un materiau 
support . 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The present invention provides a process of increasing dopamine 
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CAS 
AB 


production in a cell comprising co-transf ecting the cell with one or 
more expression vectors containing polynucleotides that encode tyrosine 
hydroxylase, aromatic L-amino acid decarboxylase and GTP cyclohydrolase . 
Cells transfected with such vectors and the use of such transformed 
cells to increase dopamine production in the central nervous system of 
animals are also provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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DUPLICATE 2 

2000271026 EMBASE 

[Neural transplants in Parkinson's disease: Clinical 
results after 10 years' experience]. 

TRASPLANTES NEURALES EN LA ENFERMEDAD DE PARKINSON: 
RESULTADOS CLINICOS TRAS 10 ANOS DE EXPERIENCIA. 
Lopez-Lozano J. J.; Mata M. ; Bravo G. 
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Spanish 

English; Spanish; Italian 
Introduction. At the end of the 1970s people considered the possibility 
that transplants might be useful to replace degenerate specific 
cell populations, such as the mesencephalic dopaminergic 
neurones in Parkinson's disease (PD) . Since then this has become an 
experimental alternative treatment for patients with degenerative 
diseases. The history of transplants of catecholamine producing 
tissues within the brain of patients with PD started in 1985, when 
Backlund et al published the results of the first implants of autologous 
adrenal medulla in two patients with Parkinsonism. Since then, many 
patients throughout the world have benefited from the results obtained 
using this method. Two main types of tissue have been used in this 


method. ' autologous adrenal medulla and human foetal ventral mesencephalic 
tissue. Development. In this paper we first review the clinical effects of 
the diverse types of transplant done to date. Then in the second 
part we give a summary of the clinical results obtained by our group with 
the different types of transplant carried out. We explain their 
evolution, original hypothesis and justify the reasons which led us to use 
three different types of donor material: autologous adrenal 
medulla, fetal tissue and adrenal medulla co-incubated 

with peripheral nerve. Then, after showing that the clinical improvement 

is different depending on the type of tissue transplanted, we 

comment on the probable reason for the improvement seen in patients with 

implants. Conclusion. The transplantation of nervous tissue 

seems to us to be no longer an experimental alternative for the treatment 

of PD but has become an effective, lasting treatment for patients with 

Parkinson's disease. 
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APPLICATION INFO. 
PRIORITY INFO. : 


ABEN Modulating agents for inhibiting or enhancing nonclassical cadherin 
mediated cell adhesion are 

provided. The modulating agents comprise one or more of: (a) a peptide 
sequence that is at least 50 

% identical to a nonclassical cadherin CAR sequence; (b) a non-peptide 
mimetic of a nonclassical 

cadherin CAR sequence; (c) a substance, such as an antibody or 
antigen-binding fragment thereof, 

that specifically binds a nonclassical cadherin CAR sequence; and/or (d) 
a polynucleotide encoding a 

polypeptide that comprises a nonclassical cadherin CAR sequence or 
analogue thereof. Methods for 

using such modulating agents for modulating nonclassical 
cadherin-mediated cell adhesion in a 
variety of contexts are also provided. 
ABFR L 1 invention concerne des agents de modulation servant a inhiber ou a 
amplifier 1' adhesion 

cellulaire creee par 1 ' intermediaire de cadherine non classique. Ces 
agents de modulation 

comprennent un ou plusieurs elements parmi (a) une sequence de peptides 
au moins identique a 50 % a 

une sequence CAR de cadherine non classique; (b) un mimetique non 


peptidique d'une sequence CAR de 

cadherine non classique; {c) une substance, telle qu f un anticorps ou un 
de ses fragments de liaison 

a un antigene, se fixant de facon specifique a une sequence CAR de 
cadherine non classique et/ou (d) 

un polynucleotide codant un polypeptide contenant une sequence CAR de 
cadherine non classique ou un 

de ses analogues. Elle concerne egalement des procedes servant a 
utiliser ces agents de modulation 

afin de moduler 1* adhesion cellulaire creee par 1 ' intermediate de 
cadherine non classique dans une 
variete de contextes. 
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ABEN Methods for using modulating agents to enhance or inhibit 
cadherin-mediated cell adhesion in a 

variety of i(in vivo) and i(in vitro) contexts are provided. In 
particular, the modulating agents 

may be used in the therapy of multiple sclerosis and other demyelinating 
diseases. The modulating 

agents comprise at least one cadherin cell adhesion recognition sequence 
(HAV) or an antibody or 

fragment thereof that specifically binds to a cadherin cell adhesion 
recognition sequence. 

Modulating agents may additionally comprise one or more cell adhesion 
recognition sequences 

recognized by other adhesion molecules. Such modulating agents may, but 
need not, be linked to a 

targeting agent, drug and/or support material. 
ABFR L' invention concerne des procedes d' utilisation d 1 agents de modulation 
permettant d'ameliorer 

ou d f inhiber 1 ' adherence cellulaire a mediation de cadherine dans une 
variete de contextes i(in vivo 

)et i(in vitro. ) Plus particulierement , les agents de modulation peuvent 
etre utilises dans la 

therapie de la sclerose en plaques et d'autres maladies demyelinisantes . 
Lesdits agents comportent 

au moins une sequence de reconnaissance d' adherence cellulaire a 
mediation de cadherine (HAV) ou un 

anticorps ou fragment d' anticorps qui se lie specif iquement a une 
sequence de reconnaissance 

d' adherence cellulaire a mediation de cadherine. Les agents de 
modulation peuvent comprendre en 

outre une ou plusieurs sequences de reconnaissance d* adherence 
cellulaire a mediation de cadherine 

reconnues par d'autres molecules d' adherence. De tels agents de 


modulation peuvent, sans pour autant 

y etre contraints, etre lies a un agent de ciblage, un medicament et/ou 
un materiau support. 
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A novel growth factor, persephin, which belongs to the GDNF/neurturin 
family of growth factors, 

is disclosed. The human, mouse and rat amino acid sequences have been 
identified. Human, mouse and 

rat persephin genomic DNA sequences have been cloned and sequenced and 
the respective cDNA sequences 

identified. In addition, methods for treating degenerative conditions 
using persephin, methods for 

detecting persephin gene alterations and methods for detecting and 
monitoring patient levels of 

persephin are provided. Methods for identifying additional members of 
the persephin-neurturin-GDNF 
family of growth factors are also provided. 

L' invention se rapporte a un nouveau facteur de croissance, la 
persephine, qui fait partie de 

la famille GDNF/neurturine des facteurs de croissance. On a identifie 
des sequences d'acides amines 

de l'humain, du rat et de la souris. Les sequences d'ADN genomique de la 
persephine chez I'humain, 

le rat et la souris ont ete qlonees et mises en sequences, et 1 ' on a 
identifie les sequences de 

l'ADN-c correspondants . En outre, 1 ! invention se rapporte a des procedes 
pour traiter a la 

persephine les etats de degenerescence, a des procedes pour detecter les 
alterations du gene de la 

persephine et a des procedes pour detecter et surveiller le taux de 
persephine des patients. 

L 1 invention concerne egalement des procedes pour identifier d'autres 
membres de la famille de la 

persephine-neurturine-GDNF des facteurs de croissance. 
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Isolation and intracerebral grafting of nontransf ormed 
multipotential embryonic human CNS stem cells. 
Vescovi A.L.; Gritti A.; Galli R.; Parati E.A. 
Dr. A. L. Vescovi, Natl. Neurol. Institute , C. Besta', Via 
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English 
English 

In this work, we show that the embryonic human brain contains multipotent 
central nervous system (CNS) stem cells, which may provide a continuous, 
standardized source of human neurons that could virtually eliminate the 
use of primary human fetal brain tissue for intracerebral 
transplantation. Multipotential stem cells can be isolated from 
the developing human CNS in a reproducible fashion and can be 
exponentially expanded for longer than 2 years. This allows for the 
establishment of continuous, nontransf ormed neural cell lines, which can 
be frozen and banked. By clonal analysis, reverse transcription polymerase 
chain reaction, and electrophysiological assay, we found that over 
such long-term culturing these cells retain both multipotentiality 
and an unchanged capacity for the generation of neuronal cells, and that 
they can be induced to differentiate into catecholaminergic neurons. 
Finally, when transplanted into the brain of adult rodents 
immunosuppressed by cyclosporin A, human CNS stem cells migrate away from 
the site of injection and differentiate into neurons and astrocytes. No 
tumor formation was ever observed. Aside from depending on scarce human 
neural fetal tissue, the use of human embryonic CNS 
stem cells for clinical neural transplantation should provide a 
reliable solution to some of the major problems that pertain to this 
field, and should allow determination of the safety characteristics of the 
donor cells in terms of tumorigenicity, viability, sterility, and 
antigenic compatibility far in advance of the scheduled day of surgery. 
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Modulating agents for inhibiting an interaction between 1 alpha ' -catenin 
and 1 beta ' -catenin are 

provided. The modulating agents comprise one or more of: (a) a 
'beta' -catenin HAV motif; (b) a 

peptide analogue or mimetic of a ' beta ' -catenin HAV motif; or (c) an 
antibody or antigen-binding 

fragment thereof that specifically binds to a ' beta 1 -catenin HAV motif. 


Methods for using such 

modulating agents for inhibiting cadher in- mediated cell adhesion in a 

variety of contexts are also 

provided. 

ABFR L 1 invention concerne des agents modulateurs permettant d'inhiber une 
interaction entre 

l 1 'alpha' -catenine et la 1 beta 1 -catenine . Ces agents modulateurs 
contiennent (a) un ou plusieurs 

motifs HAV de la 1 beta ' -catenine; (b) un ou plusieurs analogues 
peptidiques ou composes 

peptidomimetiques du motif HAV d'une ' beta ' -catenine; ou (c) un ou 
plusieurs anticorps ou fragments 

de fixation de I'antigene de ce motif qui se fixent en particulier sur 
un motif HAV de la 

'beta' -catenine. L* invention se rapporte egalement a des procedes 
d'utilisation de ces agents 

modulateurs, procedes visant a inhiber 1 ' adherence intercellulaire due a 
la cadherine, et ce, dans 
une pluralite de contextes . 
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Disclosed are methods for the isolation of primordial germ cells, 
culturing these cells to 

produce primordial germ cell-derived cell lines, methods for 
transforming both the primordial germ 

cells and the cultured cell lines, and using these transformed cells and 
cell lines to generate 

transgenic animals. The efficiency at which transgenic animals are 
generated by the present 

invention is greatly increased, thereby allowing the use of homologous 
recombination in producing 
transgenic non-rodent animal species. 

L ? invention, qui a trait a des techniques d f isolation de cellules 
sexuelles primordiales et de 

culture de ces cellules aux fins de la production de lignees cellulaires 
derivees de la cellule 

sexuelle primordiale, porte egalement sur des techniques de 
transformation, tant des cellules 

sexuelles primordiales que des lignees cellulaires derivees, ainsi que 
sur des techniques 

d'utilisation de ces cellules transformees et des lignees cellulaires 
aux fins de la production 

d'animaux transgeniques . Cette invention, qui permet d'ameliorer 


notablement le rendement de cette 

production d'animaux transgeniques, autorise l'emploi de processus de 
recombinaison homologue dans 

la production d'especes animales transgeniques, a savoir des 
non-rongeurs . 
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ABEN A novel growth factor, persephin, which belongs to the GDNF/neurturin 
family of growth factors, 

is disclosed. The mouse and rat amino acid sequences have been 
identified. Mouse and rat persephin 

genomic DNA sequences have been cloned and sequenced and the respective 
cDNA sequences identified. 

In addition, methods for treating degenerative conditions using 
persephin, methods for detecting 

persephin gene alterations and methods for detecting and monitoring 
patient levels of persephin are 

provided. Methods for identifying additional members of the 
persephin-neurturin-GDNF family of 
growth factors are also provided. 
ABFR L r invention concerne un nouveau facteur de croissance, la persephine, 
qui appartient a la 

famille de la neurturine/GDNF des facteurs de croissance. Les sequences 
d'acides amines du rat et de 

la souris ont ete identifiees. Les sequences d'ADN genomique de la 
persephine du rat et de la souris 

ont ete clonees et mises en sequences, et les sequences d'ADNc 
respectives identifiees. En outre, 

l 1 invention a pour objet des procedes pour traiter les etats de 
degenerescence a 1 ' aide de la 

persephine, des procedes pour detecter les alterations du gene de la 
persephine, et des procedes 

pour detecter et controler les taux de persephine des patients. 
L' invention traite aussi de procedes 

pour identifier les membres supplementaires de la famille de la 
persephine-neurturine-GDNF des 
facteurs de croissance. 
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ABEN The present invention is directed to a method for enhancing cell 
viability in a population of 

graft cells during a transplantation procedure that includes the steps 
of selecting an effective 

dose of a polycyclic phenolic compound in a physiological acceptable 
formulation, exposing the 

population of graft cells to the formulation containing the compound 
within a time that is 

effectively proximate to the transplantation procedure, and conferring 
cytoprotection on the 

population of graft cells. The polycyclic compound may include a four 
ring, a three ring, or a two 

ring structure, having a molecular weight of less than 1000 Daltons. The 
compound may have a 

molecular weight of greater than 170 Daltons. The effective dose of the 
compound may achieve 

concentrations less than 200nM or greater than 0.2nM. The method may 
further comprise the step of 

exposing the graft cells to the compound prior to removal from the 
donor, during storage in vitro or 
during reperfusion in the recipient animal. 
ABFR L' invention porte sur une methode accroissant la viabilite d'une 
population de cellules 

greffees lors d'une transplantation. Ladite methode consiste a 
selectionner une dose efficace d'un 

compose phenolique polycyclique place dans une preparation a 
compatibilite physiologique et a 

exposer cette population de cellules a ladite preparation pendant un 
temps correspondant au 

processus de transplantation, de maniere a conferer une cyto-protection 
a la population de cellules 

greffees. Le compose polycyclique peut presenter une structure a quatre, 
trois ou deux cycles d'un 

poids moleculaire inferieur a 1000 daltons et superieur a 170 daltons. 
La dose efficace du compose 

peut presenter une concentration comprise entre 200nM et 0,2nM. La 
methode peut egalement comprendre 

une etape consistant a exposer les cellules greffees au compose avant 
leur prelevement sur le 

donneur, ou pendant leur stockage in vitro ou la reperfusion de 1 1 animal 
recepteur . 
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ABEN A novel growth factor, neurturin, is disclosed and the human and mouse 
amino acid sequences are 

identified. Human and mouse neurturin genomic DNA sequences have been 
cloned and sequenced and the 

respective cDNA sequences identified. The subcloning into vectors and 
the preparation of cells 

stably transformed with the vectors are also disclosed. In addition, 
methods for treating 

degenerative conditions, tumor cells and obesity; methods for detecting 
gene alterations and methods 

for detecting and monitoring patient levels of neurturin are provided. 
Methods for identifying 

additional members of the neurturin-GDNF family of growth factors are 
also provided. 

ABFR L' invention porte sur un nouveau facteur de croissance, nomme neurturin, 
ainsi que sur 

1 ' identification des sequences d'acides amines chez l'homme et la 
souris. On a clone et sequence des 

sequences d'ADN genomique de neurturin chez l'homme et la souris et 
identifie les sequences d'ADN 

complement aire respectives. L* invention, qui porte sur un clonage 
complement aire en vecteurs ainsi 

que sur la production de cellules transformees de facon stable par 
lesdits vecteurs, concerne 

egalement des methodes de traitement de pathologies degeneratives, de 
l'obesite et de cellules 

tumorales, des procedes de detection de modifications de gene ainsi que 
de detection et de 

surveillance de taux de neurturin chez un patient et, enfin, des 
procedes permettant 

1 1 identification d' elements complementaires de la famille GDNF-neurturin 
(facteur neurotrophique 

derive de la cellule gliale) des facteurs de croissance. 
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supply of human organs for transplantation 
the development of methods leading to acceptance of 


xenografts. To avoid the hazards of the high-dose chronic 
immunosuppressive pharmacotherapy which would otherwise be required for 
successful xenograf ting, it would be desirable to induce permanent 
tolerance to xenogeneic donors. We have recently demonstrated 
that xenogeneic donor-specific tolerance can be induced by 
transplanting fetal pig thymic and hematopoietic tissue into 
thymectomized, T cell-depleted, and natural killer-cell-depleted mice, or 
into natural killer cell-depleted nude mice. We have now extended these 
studies by replacing fetal tissue with neonatal pig 

thymic and hematopoietic tissue, and by examining the in vivo responses of 

reconstituted mice to pig skin grafts. Neonatal tissue was studied because 

it might be more practicable than fetal tissue for the 

purpose of transplantation to primates. BALB/c nu/nu mice 

transplanted with neonatal (<24-hr-old) pig thymus and spleen 

fragments developed circulating mouse CD4+ cells. The pig thymus grafts 

were necessary for mouse T-cell development, as CD4 recovery did not occur 

in recipients of neonatal pig splenic tissue alone. The CD4+ cells that 

developed included VP8.1/2+ T cells in similar proportions as in 

BALB/c mice, and Vpll+ and Vp5+ CD4 T cells were deleted almost 

as completely as in normal BALB/c mice. This deletion was detected among 

CD4 single-positive graft thymocytes. In 9 of 12 evaluable animals, mixed 

lymphocyte responses demonstrated tolerance to donor-type pig 

SLA antigens, with responsiveness to alloantigens and/or third-party pig 

xenoantigens . Furthermore, grafting of neonatal pig thymus conferred the 

ability to reject allogeneic mouse skin in 7 of 10 animals. In addition, 7 

of 10 animals accepted paternal (donor SLA-matched) skin {median 

survival time [MST] > 100 days), whereas 4 of 4 animals rejected 

third-party SLA-mismatched pig skin (MST=40.5 days). We conclude that 

neonatal pig thymi transplanted to BALB/c nu/nu mice can support 

the development of mouse CD4+ cells that are functional and specifically 

tolerant to donor-type pig antigens. 
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ABEN Methods and materials are described for treating cancer patients with 
solid tumors who have 

undergone a cancer therapy regimen including allogeneic bone marrow 
transplantation. Allogeneic 

lymphocytes are administered to such patients. Patients with solid 
tumors and patients with 

hematopoietic tumors also may be treated with allogeneic lymphocytes 
pre-activated by exposure in 

vitro to a T-cell activator. The same or a different T-cell activator 
additionally can be 

administered to the patient in vivo. 
ABFR L' invention se rapporte a des procedes et a des materiaux destines a 
etre utilises dans le 

traitement de patients atteints d f un cancer et presentant des tumeurs 
solides, ces patients ayant 

subi un traitement therapeutique, y compris une transplantation de 
moelle osseuse allogenique. Des 

lymphocytes allogeniques sont administres a ces patients. Des patients 


presentant des tumeurs 

solides et des patients presentant des tumeurs hematopoietiques peuvent 
egalement etre traites au 

moyen de lymphocytes allogeniques pre-actives par une exposition in 
vitro a un activateur de 

lymphocytes T. Le meme activateur de lymphocytes T ou un autre peut 
etre, de plus, administre au 
patient in vivo. 
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ABEN A genetically engineered cell for inducing tolerance. 
ABFR Cellules porcines traitees par genie genetique induisant la tolerance 
aux transplants. 
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The present invention provides a process of increasing dopamine 
production in a cell comprising 

co-transf ecting the cell with one or more expression vectors containing 
polynucleotides that encode 

tyrosine hydroxylase, aromatic L-amino acid decarboxylase and GTP 
cyclohydrolase . Cells transfected 

with such vectors and the use of such transformed cells to increase 
dopamine production in the 

central nervous system of animals are also provided. 

Procede permettant de stimuler la production de dopamine dans une 

cellule. Ce procede consiste 

a co-transf ecter la cellule avec un ou plusieurs vecteurs d ! expression 
renfermant des 

polynucleotides codant la tyrosine-hydroxylase, la L-aminoacide- 
decarboxylase aromatique et la 

guanosine triphosphate-cyclohydrolase . L' invention porte egalement sur 
des cellules transfectees a 


l'aide de tels vecteurs et sur 1 ' utilisation de telles cellules 
transf ormees pour accroitre la 

production de dopamine dans le systeme nerveux central. 
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Article 
English 

Entered STN: 26 Aug 1996 
Last Updated on STN: 2 6 Aug 1996 
Precise determination of donor age in human embryonic and 
fetal tissue is crucial for cell transplantation 
due to the existence of distinct time windows within which 
successful grafting is possible. This study demonstrates that 
between 4-12 wk postconception embryonic and fetal age can be estimated 
based on various morphometric parameters measured on a routine basis in 
suction abortion material. The greatest length, the neck-rump length, the 
foot length, and the proximal and distal arm and leg length were 
correlated with the anamnestic and ultrasonographically estimated age. 
Multivariate regression analyses showed a linear correlation between age 
and the logarithmic value of the various morphometric parameters. The 
best correlation was found for a mathematical model combining the limb 
parameters (r = 0.904; p It 0.001; n = 37). A prospective follow-up study 
(n = 40) was carried out to test the validity of the mathematical model. 
A high correlation was found between the calculated age and the estimated 
age based on anamnestic data {r = 0.749,p It 0.001). Outliers due to x 
errors in the anamnestic data were readily identified by comparing 
anamnestic with calculated age. This method allows determination of 
embryonic and fetal age within and beyond the age group of the Carnegie 
classification and may, therefore, be useful for the needs of experimental 
and clinical cell transplantation. 
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ion concerns improved postnatal and in utero fetal 

c stem cell (HSC) 

ion methods. The application further concerns a method for 
expansion of 

ing an artificial capillary system (ACS) . Also, the 
concerns a xenograft 


system for confirming the presence of fetal HSC after expansion in an 
ACS cartridge. A method for 

transducing ex vivo expanding fetal HSC with packaged recombinant 

retrovirus vectors is also 

provided. 

ABFR L f invention concerne des procedes de transplantation postnatale et in 
utero de cellules souches 

hematopoietiques foetales, ainsi qu'un procede d' expansion ex vivo de 
cellules souches 

hematopoietiques foetales a 1 1 aide d f un systeme capillaire artificiel. 
L 1 invention porte egalement 

sur un systeme de xenogreffe permettant de confirmer la presence de 
cellules souches 

hematopoietiques foetales apres leur expansion dans une cartouche de 
systeme capillaire artificiel, 

et sur un procede de transduction ex vivo des cellules souches 
hematopoietiques foetales en 

expansion a l'aide de vecteurs de retrovirus recombines encapsides. 
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LANGUAGE: English 
SUMMARY LANGUAGE: English 

AB Fetal neural transplantation has recently been demonstrated to 

ameliorate motor and other behavioral deficits in animal models of 
Huntington's disease, and reconstruct many of the damaged striatal 
circuits. However, there has been significant variability in the 
histological appearance of these grafts, most likely related to 
differences of the regions of dissection of the donor tissue. 
Selective dissection and transplantation of the lateral 
ventricular eminence in rodents has resulted in grafts consisting of 
primarily striatal- like tissue. This data, combined with data from our 
own and other laboratories has led to a description of the development of 
the human striatum, with a particular emphasis on the relevance of human 
striatal development to the field of fetal tissue 

transplantation for the treatment of Huntington's disease. If the 
goal of transplantation is to graft GABAergic striatal 

projection neurons, it is our impression that optimal grafting results 
will occur when transplants are derived from the lateral 

ventricular eminence and the lateral aspect of the body of the ventricular 
eminence anterior to the foramen of Monro. Optimal results are likely to 
occur when donor ages range from Stage 19 to 23, with possible 
graft success when donor age extends to as late as 
postovulatory week 22. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
The use of neural transplantation to alleviate cognitive 
deficits is still in its infancy. We have an inadequate understanding of 
the deficits induced by different types of brain damage and their 
homologies in animal models against which to assess graft-induced 
recovery, and of the ways in which graft growth and function are 
influenced by factors within the host brain and the environment in which 
the host is operating. Further, use of fetal tissue 
may only be a transitory phase in the search for appropriate donor 
sources. Nevertheless, findings from our laboratory and elsewhere have 
made a prima facie case for successful cognitive reconstruction 
by graft methods . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Modification of the DNA encoding the enzyme tyrosine hydroxylase (TH) 
resulting in amino acid substitution in one of the first fifty five 
N-terminal residues, in particular replacing Ser-40 with Tyr or Leu, 
produced TH variants having substantially increased enzymatic activity 
upon transfection of suitable host cells. Cells transfected with the 
variant TH having enhanced enzymatic activity are useful for treating 
neurological or psychiatric disorders associated with deficient TH or 
dopamine, in particular Parkinson's disease, by grafting such cells into 
the brain. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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(208-212) . 
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DOCUMENT TYPE: Journal; General Review 

FILE SEGMENT: 049 Forensic Science Abstracts 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

AB Fetal tissue research was a volatile political issue 

during the Reagan and Bush administrations. The recent lifting of the 

federal moratorium banning such research raises many ethical 

questions. Recent advances in fetal therapy make it possible to cure fetal 

disease in utero. Ethical issues of fetal 

tissue transplantation, maternal-fetal rights, and 

resource allocation are discussed. 
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AB It is widely accepted that the suprachiasmatic nuclei (SCN) of the 

hypothalamus serve as biological pacemakers, organizing daily activities. 
However some circadian rhythms are controlled by extra-SCN structures. 
Transplantation of fetal donor SCN in SCN-lesioned 

rodents induces recovery of rhythmic locomotor and drinking activities. 
Such grafts do not however, restore appropriate gonadal responses 
to photoperiodic stimuli. It is not known whether other behavioral rhythms 
are restored by fetal tissue grafts, or whether 

various responses are restored simultaneously. In the present study, we 

established that circadian rhythms of gnawing hehavior are abolished 

following SCN lesions. Next, we measured both gnawing and wheel-running 

activity in SCN-lesioned hamsters following transplantation of 

fetal hypothalamic grafts containing the SCN. The results indicate that 

such grafts restore circadian rhythms of gnawing behavior, and 

that gnawing and wheel-running rhythms re-emerge at about the same time. 
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AB The use of human fetal tissue for scientific research 

has enormous potential but is subject to government legislation. In the 
United Kingdom the Polkinghorne Committee's guidelines were accepted by 
the Department of Health in 1990. These guidelines set out to protect 
women undergoing termination of pregnancy from exploitation but in so 
doing may significantly restrict potential research. Although the 
committee took evidence from a wide variety of experts they did not seek 
the views of the general public. We asked 108 women about to have a 
therapeutic abortion; 167 women who had had a pregnancy terminated in the 
past and 419 women who had never had an abortion their views on research 


using human fetal tissue. Regardless of their past 

experiences the women were overwhelmingly in favour of research using 

fetal tissue {94 per cent) . They made little distinction 

between basic research and research with obvious clinical relevance and 

supported the concept of using transplanted fetal 

tissue for the treatment of adult disease such as 

Parkinsonism. Women about to undergo an abortion were significantly more 
likely (p<0.001) to approve of all types of research including that aimed 
at improving methods of abortion and research using live fetuses in 
utero . 
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ABEN A method for grafting a cell in the brain of a mammalian subject is 
accomplished by attaching 

the cell to a support matrix so that the cell attaches to the matrix 
surface, and implanting the 

support matrix with the attached cell into the brain. Preferred support 
matrices are glass or 

plastic microbeads, either solid or porous, having a diameter from about 
90 to about 125 mum. The 

method employs cells of different types, preferably cells of neural or 
paraneural origin, such as 

adrenal chromaffin cells. Also useful are cell lines grown in vitro. 
Cells not of neural or 

paraneural origin, such as fibroblasts, may also be used following 
genetic alteration to express a 

desired neural product such as a neurotransmitter or a neuronal growth 
factor. The method is used to 

treat neurological diseases such as Parkinson's disease, Alzheimer's 
disease, Huntington's disease, 
epilepsy, and traumatic brain injury. 
ABFR Selon un procede destine a greffer une cellule dans le cerveau d'un 
mammifere, on fixe la 

cellule a une matrice support de facon a ce que la cellule se fixe a la 
surface de la matrice, et on 

implante dans le cerveau la matrice support et la cellule fixee. Les 
matrices support preferees sont 

en verre ou sont faites de microbilles en plastique, solides ou 
poreuses, d'un diametre d' environ 90 

a environ 125 mum. Ce procede utilise des cellules de types differents, 
de preference des cellules 

d'origine neurale ou paraneurale, telles que des cellules chromaf fines 
surrenales. On utilise 

egalement des lignees cellulaires cultivees in vitro. Les cellules qui 
ne sont pas d'origine neurale 

ou paraneurale, telles que des f ibroblastes, peuvent etre egalement 
utilisees selon la modification 

genetique pour exprimer un produit neural desire tel qu'un 
neurotransmetteur ou un facteur de 

croissance neuronal. Le procede est utilise pour traiter des maladies 
neurologiques telles que la 

maladie de Parkinson, la maladie d 'Alzheimer, la maladie d' Huntington, 
l'epilepsie et les lesions 


traumatiques du cerveau. 
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Modification of the DNA encoding the enzyme tyrosine hydroxylase (TH) 
resulting in amino acid substitution in one of the first fifty five 
N-terminal residues, in particular replacing Ser-40 with Tyr or Leu, 
produced TH variants having substantially increased enzymatic activity 
upon transfection of suitable host cells. Cells transfected with the 
variant TH having enhanced enzymatic activity are useful for treating 
neurological or psychiatric disorders associated with deficient TH or 
dopamine, in particular Parkinson's disease, by grafting such cells into 
the brain. 
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English 
English 

Neural transplantation, a mode of cellular replacement, has been 
used as a therapeutic trial for Parkinson's disease. Studies indicate that 
tonic release of the metabolites from the graft that can be utilized by 
the host brain, is likely to be the major mechanism responsible for the 
therapeutic effect. The use of fetal tissue is 

complicated by ethical controversy and immunological incompatibility. 

Autografting adult tissue has not been successful mainly due to 

poor survival. Genetically engineered cells are promising alternative 

sources of donor cells. We have investigated the potential of 

primary skin fibroblasts as donor cells for intracerebral 

grafting. Primary skin fibroblasts survive in the brain and remain in 

situ. A number of genes (nerve growth factor, tyrosine hydroxylase, 

glutamic acid decarboxylase, and choline acetyltransf erase) have been 

successfully introduced and expressed in the primary fibroblasts. 

The L-dopa-secreting primary fibroblasts exhibited a behavioral effect in 
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a rat model of Parkinson's disease up to 8 weeks after being grafted into 
denervated striatum. Factors that can maximize gene transfer, transgene 
expresion, and fibroblast survival in the brain make up to the future 
direction of investigation. 
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Effects of cool storage on survival and function of 
intrastriatal ventral mesencephalic grafts. 
Sauer H.; Brundin P. 

Department of Medical, Physiology, University of Munich, 
Pettenkoferstr . 12,D-8000 Munich 2, Germany 
Restorative Neurology and Neuroscience, (1991) 2/3 
(123-135) . 

ISSN: 0922-6028 CODEN: RNNEEL 
Netherlands 
Journal; Article 
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English 
English 

Ongoing clinical trials with fetal tissue 
transplants in Parkinson's disease would be facilitated by an 
effective tissue storage technique that would allow for temporal 
separation of the procurement of the fetal donor tissue and 
implantation surgery. In order to develop such a method, we 
grafted rat or human fetal ventral mesencephalic tissue to the 
dopamine-depleted striatum of rats either directly, or following pregraft 
refrigeration in a 'hibernation' medium at 4°C. Rat tissue 
transplants were found to normalize amphetamine-induced circling 
behavior at 6 weeks post -transplantation after having been 
hibernated for either 2 or 5 days. The number of tyrosine hydroxylase 
immunoreactive neurons in these hibernated grafts did not differ 
significantly from that found in matched grafts of fresh tissue. 
Hibernation for 10 days resulted both in an absence of functional effects 
and in decreases of graft survival down to 10-20% of control values. 
Volume assessment of fresh and hibernated grafts prepared from human 
fetal tissue revealed no adverse effects of a 3 day 
hibernation interval at 3 weeks after transplantation into 
immunosuppressed rats. The results indicate that hibernation of neural 
tissue may be a convenient and simple tool, which can help to guarantee 
tissue availability at the planned time of implantation in patients and 
facilitate transport and bacteriological examination. Furthermore, the 
method offers a simple means which permits prolonged exposure of the 
neural tissue to trophic factors and specific markers prior to grafting in 
experimental animals. 


(1991) Vol. 2, No. 


AB 
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EFFECTS OF COOL STORAGE ON SURVIVAL AND FUNCTION OF 
INTRASTRIATAL VENTRAL MESENCEPHALIC GRAFTS 
SAUER H (Reprint); BRUNDIN P 

UNIV MUNICH, DEPT MED PHYSIOL, PETTENKOFERSTR 12, W-8000 
MUNICH 2, GERMANY (Reprint); UNIV LUND, DEPT MED CELL RES, 
S-22101 LUND, SWEDEN 
GERMANY; SWEDEN 

RESTORATIVE NEUROLOGY AND NEUROSCIENCE, 
3, pp. 123-135. 
Article; Journal 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
Ongoing clinical trials with fetal tissue 
transplants in Parkinson's disease would be facilitated by an 
effective tissue storage technique that would allow for temporal 
separation of the procurement of the fetal donor tissue and 
implantation surgery. In order to develop such a method, we 
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grafted rat or human fetal ventral mesencephalic tissue to the 
dopamine-depleted striatum of rats either directly, or following pregraft 
refrigeration in a 'hibernation* medium at 4-degrees-C. Rat tissue 
transplants were found to normalize amphetamine-induced circling 
behavior at 6 weeks post -transplantation after having been 
hibernated for either 2 or 5 days. The number of tyrosine hydroxylase 
immunore active neurons in these hibernated grafts did not differ 
significantly from that found in matched grafts of fresh tissue. 
Hibernation for 10 days resulted both in an absence of functional effects 
and in decreases of graft survival down to 10-20% of control values. 
Volume assessment of fresh and hibernated grafts prepared from human 
fetal tissue revealed no adverse effects of a 3 day 
hibernation interval at 3 weeks after transplantation into 
immunosuppressed rats. The results indicate that hibernation of neural 
tissue may be a convenient and simple tool, which can help to guarantee 
tissue availability at the planned time of implantation in patients and 
facilitate transport and bacteriological examination. Furthermore, the 
method offers a simple means which permits prolonged exposure of the 
neural tissue to trophic factors and specific markers prior to grafting in 
experimental animals. 
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LANGUAGE: English 
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AB Fetal tissues are less immunogenic and may be a useful 
donor source for organ transplantation. This report 
compares the fate of fetal small bowel segments transplanted in 
the omentum and renal capsule of recipient syngeneic rats. Two-centimeter 
segments of fetal jejunum and ileum were obtained from 26 donor 
19-day gestational age rat fetuses and transplanted into the 
subrenal capsule (n = 35) and omentum (n = 40) in syngeneic Fisher rats 
(weight, 150 g) as free grafts. No immunosuppression was used. At 2 weeks 
posttransplantation, the recipient rats underwent laparotomy and the 
grafts were evaluated for viability, growth, enzymatic function, and 
revascularization. Viable grafts were identified in 27 of 35 renal capsule 
grafts and 34 of 40 omental grafts. The order of magnitude of fetal growth 
in the omentum for jejunum was 16 ± 10 versus ileum 23 ± 9 (NS) . 
However, in the renal capsule, ileal growth (15 ± 6) was significantly 
greater than jejunum (8±5; P< .01). Growth for both jejunal and 
ileal segments was greater in the omentum {P < .02). The lumen of all 
omental grafts remained patient/ however, 2 6 of 27 renal grafts had cystic 
dilatations and areas of obstruction. Microfil casts of the specimens 
showed vascular connections (neovascularization) between the graft and 
omentum, a normal serosal vascular pattern, and many submucosal 
capillary-like vessels. Maltase activity was measured in fetal grafts and 
compared with control pups bred on the same date as the donor 
animals. The grafts had a higher maltase level 33.4 ± 34.6 
umol/min/g than controls 8.3 ± 2.0 {P < .005). Maltase activity 
between control jejunum and ileum was similar (7.7 ± 1.5 v 9.0 ± 2.3 
[NS]). Fetal jejunal specimens (51.2 ± 41.9) had greater maltase 
activity than ileum (15.6 ± 6.7; P < .005). Maltase in fetal ileum was 
similar in omentum and renal capsule; however, jejunal maltase was 
significantly higher in the renal site (85.0 ± 45.7) versus omentum 
(25.0 ± 10.0; P < .02). These data indicate that fetal intestinal 
grafts can be successfully (78% to 86%) implanted in an 
intraabdominal site in syngeneic recipients. Growth of fetal grafts, 


neovascularity, and enzymatic function (jejunum > ileum) were documented 
in both the renal capsule and omentum; however, bowel morphology and 
luminal patency was better in the omentum. These observations suggest that 
free-fetal bowel grafts may have a potential role in bowel 
transplantation . 
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Bone marrow transplantation in the treatment of severe 
immunodeficiencies: Possibilities and problems. 
Vossen J.M. 

Department of Pediatrics, University Hospital Leiden, 
Leiden, Netherlands 

Immunological Investigations, (1988) 17/2 (135-146) . 
ISSN: 0882-0139 CODEN: IMINEJ 
United States 
Journal 

02 6 Immunology, Serology and Transplantation 

English 
English 

Infants and children suffering from severe primary immunodeficiencies may 
be cured by bone marrow transplantation from a healthy 
donor. Data obtained in 14 European centers show that about 60% of 
the patients are surviving disease-free, if they were grafted with bone 
marrow cells from an HLA-identical related donor. Results of 
transplantation of T-cell depleted bone marrow from an 
HLA-haploidentical related donor were also excellent in infants 
with severe combined immunodeficiency, with 60% recovery. This therapy is 
superior to transplantation of fetal tissues 

. HLA-haploidentical T-cell depleted marrow transplantation for 

other severe immunodeficiencies was less successful. This was 

mainly due to failure of engraftment, despite intensive conditioning of 

the recipient, and to infectious complications e.g. by reactivation of 

latently present viruses. 
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Transplantation of organ-cultured fetal pancreas: 
Experimental studies and potential clinical application in 
diabetes mellitus. 
Mandel T.E. 

Transplantation Unit, Walter and Eliza Hall Institute of 
Medical Research, Royal Melbourne Hospital, Vic. 3050, 

Australia 

World Journal of Surgery, (1984) 8/2 (158-168). 
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English 

Transplantation of organ-cultured fetal islets of Langerhans may 
be one way of overcoming the dual difficulties of finding a suitable 
source of tissue and controlling graft rejection. Experiments in mice have 
clearly shown that fetal pancreas is an excellent source of islets. Tissue 
from one donor can be used to treat one or more recipients and 
provides excellent control of drug-induced diabetes, including prevention 
of diabetic renal microangiopathy. The fetal islets display selective 
survival in vitro and organ culture can be used to obtain large amounts of 
tissue for transplantation. In addition, growth in 
Normoglycemic 1 media results in functional maturation of the 
fetal tissue. Culture conditions can be modified to 

eliminate from the putative graft immunogenic 'passenger leukocytes', the 
cells responsible for initiating graft rejection. Such 
immunogenic cell-depleted grafts can be transplanted across 
histocompatibility barriers without the need for recipient 
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immunosuppression. Fetal human pancreas shares many properties in common 
with fetal mouse pancreas. Continuing growth and differentiation occur in 
vitro and following xenotransplantation into athymic mice. However, fetal 
human pancreas is frequently damaged by ischemia before it can be used, 
and also appears to be more susceptible to oxygen toxicity than is fetal 
mouse pancreas. Nevertheless, when fresh human tissue is available, it may 
be a suitable source of islets for transplantation in type I 
diabetics . 
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cord . 
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VA Med. Cent., Washington, DC 20422, United States 
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Journal 
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Successful transplantation of the fetal brain into 
adult host brain has been accomplished. These studies explore the growth, 
differentiation, and viability of Ell, E12, and E15 rat fetal cortex and 
fetal spinal cord implantation into the spinal cord of adult rats ( 
donor and host, Sprague Dawley) . Under deep Chloropent anesthesia, 
70 rats had 1-mm cubes of fetal cortex inserted with pressure or by stylus 
injection subpially between the dorsal horn and dorsal column (left side), 
or implantation of whole segments of fetal spinal cord. Animals were 
prepared for light microscopy 14 and 21 days and 1, 2, and 3 months later. 
Implants by both fetal tissues had a 69% survival 
rate. The younger the fetal implant the higher the success of 
the implant (E11>E15). The diameter of fetal spinal cord implants reached 
the diameter of control postnatal animals after 30 days. The implants not 
only increased in mass {up to 7-fold in some cases) but differentiated and 
matured {apolar, unipolar, bipolar and multipolar) neurons were observed 
one to three months postimplantation. By 30 days postimplantation, fetal 
neurons had large, often crenated nuclei, with a large single prominent 
nucleolus. The most successful implants were the young Ell fetal 
spinal cord into the adult host spinal cord. These implants represent an 
initial successful transplantation of fetal spinal 
cord into adult spinal cord. 
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Sex-associated differences in the immune response against 
fetal major histocompatibility antigens. 
Tartakovsky B. ; De Baetselier P.; Feldman M. ; Segal S. 
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Alloantibodies against H-2 (b) and H-2(k) haplotypes were produced in 
C57BL/6J and C3H female and male mice in response to 
transplantation of Fl fetal tissue (bone) or 

adult Fl cells (spleen) . Testing IgGl and IgG2 antibodies by means of the 
fluorescence-activated cell sorter (FACS II), we found no differences 
between males and females in the isotype content of antisera produced 
against spleen cells from adult donors. In contrast, striking 
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sex-associated differences were found in the isotypes produced against 
fetal allografts: females produced much more IgGl than males, although 
they produced comparable amounts of IgG2. Hence, it appears that females 
differ from males in their humoral alloreactivity against major 
histocompatibility complex (MHC) gene products expressed on fetal cells. 
Such MHC antigens expressed on fetal tissues 

seem to generate different immune signals than the MHC antigens expressed 
on adult cells. These observations might be of relevance to the biological 
role played by the IgGl alloantibodies produced during pregnancy against 
the MHC alloantigens of the fetus. 
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AB Rapid rejection of islet allografts is due to both cellular and antibody 
mechanisms. Isolated islets transplanted intraportally across a 
major histocompatibility complex (MHC) barrier in rats are rejected in 3-5 
days. However, with MHC identity, the median survival time can be as long 
as 30.5 days. In mice isolated islets transplanted between 
H-2-compatible strains survive no more than 1 wk, only a few days more 
than with an H-2-incompatible cross. In addition, in certain strains of 
rats and mice, islet isografts from male donors are rejected by 
female recipients. Fetal pancreases transplanted beneath the 
kidney capsule (Lewis to Fisher) are rapidly rejected by 4 days, although 
longestablished grafts of fetal pancreas are not vulnerable to rejection 
in contrast to adult islets. Minimizing histoincompatibility has been 
unsuccessful in overcoming rejection because of the universal 
vulnerability of transplanted islets, and attempts to minimize 
immunogenicity by use of fetal tissue have not 

prevented rejection; however, culture of donor tissue may prove 

helpful in reducing immunogenicity. Transplantation of islet 

tissue into immunologically privileged sites has not resulted in reliable 

reversal of diabetes. Immunosuppression by pharmacologic agents 

such as cyclophosphamide, azathioprine, and corticosteroids was of 

minor effectiveness, but ant i lymphocytic serum was quite effective in 

rodents, even on xenografts when the injections were continued. 

Immunologic tolerance produced at birth by donor lymphopoietic 

cells permits later engraftment of isolated donor islets or 

whole pancreas. However, enhancement by antidonor antibody has not been 

greatly effective in protecting islets against rejection. The possibility 

that autoimmunity to islet tissue might interfere with the function of 

transplanted islets was tested in three types of possible 

autoimmunity: (1) repeated small doses of streptozotocin, (2) 

encephalomyocarditis virus, and (3) ' BB' rats. In all three cases, 

transplanted islets were effective in reversing experimental 

diabetes . 

L33 ANSWER 62 OF 63 EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS RESERVED, 
on STN 

ACCESSION NUMBER : 80133859 EMBASE 
DOCUMENT NUMBER: 1980133859 

TITLE: Bone marrow transplantation in Europe. 

AUTHOR: Touraine J.L.; Triau R. ; Zwaan F.E. 

CORPORATE SOURCE: Claude Bernard Univ., Lyon, France 
SOURCE: (1979) ( I-IX+22 4p . ) . 

COUNTRY : Ne t he r 1 ands 


DOCUMENT TYPE: Book 

FILE SEGMENT : 025 Hematology 

LANGUAGE : Engl i sh 

AB In this book the papers presented at the second European symposium on bone 
marrow transplantation are reported. Methods for marrow 
transplantation in immunodeficiencies, aplastic anaemias, acute 
actute leukaemias and osteopetrosis are somewhat different as far as the 
conditioning regimen, the subsequent treatment and laboratory monitoring 
are concerned. Most immunobiological aspects (histocompatibility, 
prevention and treatment of graft versus host disease) , isolation 
measures, and anti infection therapies are described. The overall European 
experience shows the best results in the severe combined immunodeficiency 
diseases. In the absence of a compatible donor, fetal 
tissue transplantation has resulted in immunological 
reconstitution of several patients. In aplastic anaemia, marrow 
transplantation has proved successful in 36% of the 

cases and encouraging results have been obtained with anti lymphocyte 
globulin treatment. In acute leukaemia, allogeneic marrow 
transplantation has not yet provided comparable results. Infusion 
of autologous marrow, possibly treated in vivo, may prove to be an 
alternative . 
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AB Bone marrow transplantation is a special form of tissue 

transplantation in which four types of graft can be distinguished 
according to the immunogenetic relation between the host and the 
donor: 1.) autologous bone marrow grafts, 2.) isogeneic 
transplantation, 3.) allogeneic transplantation, and 4.) 
xenogeneic transplantation. In aplastic anemia, bone marrow 
transplants from identical twin donors are being used 
and are preferable to transplants from allogeneic donors 
; however, the frequency of availability of the identical twin 
donor is low, so that this type of transplantation is 

rare in comparison to the use of allogeneic bone marrow in this disease. 
The situation is the same for acute leukemia; however, in this disease 
there has been a renewed interest in the use of autologous bone marrow 
transplantation triggered by new developments in storage and 
separation techniques of bone marrow cells collected during remission. In 
the majority of cases of solid tumors, in the absence of tumor invasion of 
the bone marrow, autologous marrow cells are available. These cells can be 
collected and stored effectively before the administration of high-dose 
chemotherapy. The subsequent reinfusion of the thawed bone marrow cells 
can then be used to prevent prolonged suppression of the hemopoietic 
system. Serious complications immediately after allogeneic bone marrow 
transplantation are related to the acute GVH reaction. Methods to 
mitigate and prevent GVH reactions fall into two major categories: 
selection of the donor on the basis of histocompatibility 
testing and described: in this context only the most effective and 
commonly used methods will be mentioned. They are (1) donor 
selection, (2) treatment of the recipient by weekly intravenous 
administration of methotrexate, (3) elimination of lymphocytes from the 
bone marrow cell suspension before transplantation, (4) 

bacteriologic decontamination of the recipient, and (5) the use of fetal 
liver as a source for HSC. The acute GVH problem has been substantially 


diminished by the development of a cell fractionation technique 
(discontinuous albumin gradient centrifugation) . This technique, takes 
advantage of differences in cellular density between stem cells and 
lymphocytes. In the patient population with leukemia treated with 
fractionated marrow, lifespan was still short owing to complications other 
than GVH . The patients in this group consisted of endstage patients with 
severely compromised immunologic and hematologic functions making them 
extremely prone to bacterial and viral infections both before and during 
the immediate posttransplantation period. According to the bone marrow 
registry, 69 SCID patients have been grafted with hemopoietic cells. 
Transplantation of marrow from HLA genetically identical 
donors provided the highest 6-mo survival rate (63%) . Six-month 
survival rates for patients who received fetal tissue 
transplants (43%) or marrow from mixed leukocyte culture 
(MLC) -negative donors (38%) were significantly higher than for 
patients treated with marrow from MLC-positive donors (5%) . The 
transplantation results in aplastic anemia are promising using 
bone marrow from MDC-identical siblings. In one series long-term survival 
is reported in 38% of the patients. Similar results are reported by other 
groups in the bone marrow transplantation registry. In solid 
tumors in man such as lymphoma and ovarian cancer the 

hemopoietic toxicity of high-dose chemotherapy had been significantly 

reduced by bone marrow transplantation. The extreme favorable 

results in terms of tumor cell control, absence of serious infections, and 

long-term tumor control without chemotherapy support the use of autologous 

bone marrow transplantation as a supportive measure to prevent 

lethal hemopoietic toxicity. (Newman - Bridgeport, Conn.) 
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